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37 ( FR ^1 ""S Petition lot Acceptance of an ( ntnlentumaiU Dehncd Claim lot Pttotit) 
and Petition for fntt\ ot ,m Amendment to the Spec tit cation m an issued Application 

Rus is d Petition to accept an ttnmtenttonaih deiawd eiauu of pnoiits under 37 C\ R 
\ 7K(a)<3) 1 he t-nuie dda\ between the date the pttoitt\ cSasm was due under paragraph 3" f H< 
i uj)(2j(n) and the date of submission ot this Petition was unintentional 

I he fee lequued bs 37 CI R i 17{ti ts submitted herewith 

\n amendment to the specification eottcctmg the lefcience to related applications is 
submitted herewith. 

A draft Certificate of Correction for t S <\5 i7,54o and the fee required In >7 C H< 
1.20(a) are submitted herewith. 

\ll of the elements stout red under 3 7 Cf- R I 7K(aM3) ha\e been ptesxnttd thus aw aidmg 
a corrected prsorm chain tn application Su \o 0° 84KS44 ts proper 



I S rAFKMKNT iW TUT RVAM l RTQl KSFKD 

1 he applicant potmons ibi acceptance of an untmemionalh delascd claim tot pnoim 
dml foi erun into tins issued dpplieatum of an amendment to coaeet the benefit claim undei >> 
U.S.C. §120. 

The chain of paontx in 00/^4! 844 it, missing a lefetctKC to application {A'b^KOOS <\nci 
as explained hdow the pnont\ chain should specif\ that oo 82o.^"o is a continuation-m-past of 

00/666,068 

Tht pnorm cham of 0"/oot\0o8 {1 S O.^O.ooO) is itself the subject of a petition foi 
acceptance of an umntentionalh dela\ed claim lot pnontx , that was filed on Maah 30 2' HO 
The Cutilicate of CoiiuiKm filed with that petition was issued b\ the P3 O on Apal 2~ 2010 

\Uo the puouts chain of <)0/K2<> s o7<, ( t s 6,4|o 044) is itself the subject of a petition for 
dcceptdiiLC of an nnintentionaih dela\ ed claim for prionts that w as filed on Mas 28 2010 The 
Certificate of Correction fifed with that petition has not \et issued 

The ptescnt petition sclies on the pnonts chain of 00 ooo OoS as eoneUed m the petition 
filed on Mai eh ?0 2'»10 and the puouh chain of 00 82o 4) 7t> as eoi reeled in the petition filed on 
Mav 28, 2010 The matendl tacts teeited below peitaimng to the file histoix of 00/666,068 are 
fcssentJdfh the same as in the eaihei petitions, and dll identical exhibits in the i elated petitions 
ha\ e the same exhibit numbers 

In dn \mcndmem submitted herewith page 1 of the specification (the paragraph starting 
with 1 RLL V 1 ED \PPLK VI lONs *) j» amended at> follows (masked-up) 

- Ihisisu eontmudtion-in-pait of application ser \o 0 U 826, l >76, filed on Api \ 2001, 
now I S Pat \o o 43 < -\v44 1 which is a (.ontniUdtion-in-patt of application Ser No 
O-'So^O^l filed on 2, 2000 was' now I !> Pat No o.47t,'>ot, and a contmuation- 
m-pan of application uO''o('Q 0o8 filed on Pccembei IS.2u''0 now I S Pat \o 
p, i "" 0 ,o< >o, winch is a divisional continuation -ro -part ol application Sot \o 0 4 > 476.64 >. 
filed Dec 3| isjou now U S l'at\o o J 7~ t>7~ which ts a continuation-in-part of Setud 
\o 00 27* 070 filed March 2\ hXK; now I S Pat \o 6,0| \557, winch is a 
continuation-m-pdit of application Set No 0 4 * 2*6 t88 filed on Feb 24 looo, now 
abandoned. - 



II MATERIAL FACTS 

A CHAIN OF APPLICATION FILINGS 

! On February 24., 1999, the applicant filed Serial No 09. 256,388, with an original U.S. 
i m entor dec! arati on . 

2 On September 16, 1999.. applicant Hied a notice of express abandonment that stated 

' Re: S.N. 09/256,388 Applicant hereby abandons the above-identified application in 
favor of Appln. S.N. 09/275,070, which has been allowed by Examiner Jarvis." 

3. Serial No. 09/275,070 was filed on March 23, 1999.. and matured into U.S. 6,0 1 5,557 on 
January IS, 2000. The applicant filed an original U.S. inventor declaration in 09/275,070, which 
specifically referred to S.N. 09/256.388. 

4. Applicant filed Serial No. 09/476,643 on December 3 i, 1999, which is prior to January 
IS, 2000. and was therefore co-pending with S.N. 09/275,070 Applicant filed an original U.S. 
inventor declaration attached to the specification in 09/476,643 that did not refer to any prior 
applications. 

5. Page 1 of the '643 specification, under the heading i; RELATED APPLICATION" stated 
erroneously that "This is a continuation-in-part of Appl.icat.ioii Serial No. 09/256,388, filed on 
February 24, 1999." This statement is erroneous because 09/256.388 had been expressly 
abandoned on September 16, 1999 (before the ; 643 application was filed) in favor of 09/275,070 
which was still pending when the '643 application was field. 

6. On July 21, 2000, applicant filed a "new" (i.e, a second) original U.S. inventor 
declaration in 09/476,643 that specifically refers to 09/256,388 and to 09/275,070, thus 
correcting priority and preserving co-pendency throughout all applications in the chain. 

7 Serial No. 09/476,643 matured into U.S. 6,177,077 on January 23.. 2001 . On page 1 of the 
patent specification, as amended on July 21, 2000. it states "'This application is a 
continuation-in-part of Ser. No. 09/275,070.. filed March 23,1999, now U.S. Pat No. 6.01 5,557, 
which is a continuation-in-part of application Ser. No. 09/256,388, filed on Feb 24. 1999.. now 
abandoned/' 

8 Applicant initially submitted divisional Ser. No. 09/666,068 (which is the application 
now being added to the priority chain of the subject application) on September 19, 2000, but 
later it was accorded the official filing date of December 1 I, 2000, which date is still prior to 
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lanudn 2^ 200! Ihus, dixisional 00 606 06S' v*as co-pending vuth its patent apphcdii on 
oy 4"f\o4> 1 he applicant filed the same mvcntne specification a cop\ of the I' S inventor 
deelaidtion iiom 00 47o M"? and relied upon that eop\ of the ougmal uwentoi declaiatton to 
secure the Decembei I i, 2<>00 tiling date 

0 (l<nms 1 - 2i and 30 - ^8 of application O' S2f tecite methods fot mhihitini; the 
action of 1 \f foi tTuitmu \anous medical conditions b\ admtmxtuing a 1 M antagonist 11k 
specification of application U 4 ' 656,1)68 contains disciosnte t elating to the claimed methods m 
0°/S26 °7o and theielose, the 068 application should he added to the pnuntv chain of 
application U <i /82o,"7o < 1 hat change m the print it\ claim was the subject of a Petition filed on 
Md\ 2S 2010 foi l\S 6 4 10 044) 

H) On 12 <><> 2000, applicant filed a request for Coirection of hhna Receipt ut 0" 600,068 
stating enoneousis 4 THIS APPi IC \HO\ IS A DIY OF 00/47oo4> DM1 D 12 M I'W) 
\\ UK IMS \ Oil* Oh 09/25oJ SR. DAli;D : 24'1 W, \BANDONH> " Ihis statement was 
eiioncous became 0^ 47o,6 4> is actualK a eontmudtion~m~pait of Ser No 0^ 275,070, and 
because it cannot he a eontimiauon-in-pait of 00 2>o, : *88, due to Sack of co-pendent, as 
explained above. 

11 On 1 1 1 s 2001 the Related Application statement on page I of application 00 Ooo 0t>8 
was amended b\ the £ \ammet (as indicated b\ handwritten dated initials) to add the following 
undetlined text Ihis dpphcdtion is a divisional of Sei No O0/47o.o43_ tiled Dec ^I'W 
how I S Pat No ", P7,()7"\ which n> a continuation-in-part of \ppiication Sei No 0^/2%, 188, 
tiled on l-eb 24 1 ot - K) , now abandoned ' Phis statement is enoneous because 00/4 7o o43 is 
detualix a amtinuation-in-part of Set No 00 275.07o. and because it cannot he a 
contmudtion-tn-pdit of uA'2Mi, jSS, due to lack of eo-pendene\ , ds explained dbo\ e 

12 On 02 22 2o(>L an Official 1 ilint> Receipt was issued in o9/o6o,o6S stating " VIM'S 
\PPl 11 ATION IS A Dl\ Of 0«/47o,Ml 12/id'Wo PAT <\17'\0"'7 WHICH IS A f IPOF 

00 2^188 2 24 1000 ABANDONED 1 11ns statement is enoneous because 00 476 643 is m 
tact a contmuatton-tn-pdit of Sei No On/27*; 01) ^nd it cannot be a cnminuation-in-pait 

W 2^6 388 due to lack of co-pendencs as explained aho^e 

1 > So sn 00 ()(>0,0oS, the applicants icqucbt tot Coucetion of Filing Receipt < 12 no 20001 
the Fxaunne? N amendment to the specification (I I ''! *>''200l ), and the Official Filing Receipt 
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(('3/2.2/200 1 ) are all incorrect. That is because; 09/476.643 is actually a contifuiauon-in-pait of 
Serial No. 09/275,070, while 09/275,070 is a DP of 09/256,388. 

!4. As a result of these facts the 09/666,068 application contained an erroneous priority 
chain, which error was the subject of a Petition filed on March 30, 2010 for acceptance of an 
unintentionally delayed claim for priority which has yet lobe formally grained. However, a 
Certificate of Correction regarding the priority chain in 00/666,068 was issued on April 27, 
2010. 

1 5. Accordingly, application 09, 666.068 is properly called a divisional of application Ser. 
No. 09/476,643, as recited in the Amendment submitted herewith. 

16. Applicant tiled Ser. No. 09/563.65 1. on May 2, 2000. which date is prior to January .23. 
2001 (when 09/476,643 matured into U.S. 6,177,077), along with an original U.S. inventor 
declaration signed May 2, 2000 that claims benefit to application 09/476,643 The first page of 
09/563,65 1 did not refer to any related cases. It issued as U.S. 6,471,961 on October 29, 2002. A 
Certification of Correction was issued May 23, 2006, coneeting the priority chain, by claiming 
benefit to application 09/476,643, related as a CSP. 

17. Applicant filed Ser, No. 09/826,976 on April 5, 2001, with an original U.S. inventor 
declaration signed Apri l 4, 200 i. The first paragraph of the '976 specification contains die 
priority chain essentially as it appears in the issued patent, U.S. 6,4 19,944. 

1.8. Applicant filed subject application 09/84 1...S44 on April 25. 2001... with an original U.S 
inventor declaration signed April 20, 2001 The tirst paragraph of the "844 specification contains 
the priority chain essentially as it appears in the issued patent, U.S. 6,537,549. 

B. USPTO RECORDS SHOWING THE BENEFIT CLAIM IN 09/841,844 

19. Exhibit 26 is copy of the 1 page transmittal letter, and page I of the specification filed on 
04. 25. 2001 in application 09/841,844. The upper left hand corner of Exhibit 26 has a USPTO 
date stamp showing "04/25/01." The tipper right hand corner shows the USPTO application 
"09/841,844." 

20. Exhibit 26, page 2 shows the original first sentence of the specification along with the 
examiner's handwritten amendment dated 01/1/02 revising the priority claim to recite ''This is a 
continuation-in-part of application Ser. No. 09/826,976, filed on April 5, 200 L now U.S. Pat. 
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\o o.41 0.044. which js a confsmiatton-in-pail ot \ppbcatjon Serial \o oo 5o.V»5 L Died on 
Md\ 2, 2000 now I S Pat \o 6J7l/)oi . whu^i is d contmuattonHn-part of Application Sci 
\o (»° 4~V\64 \ filed on Dec 3 I P>°°, now 1 ' S Pat No <\177,f"7, which is a continuation-m- 
part of Application Scual No 0<> 27^070 tiled on Mai 2> i"'M.nowl'S Pat No ...ois,^". 
which is a contmudtion-tn-pait nf Application Sena! No oO^o^SS, filed on Teh 24. 1900 
now abandoned. 

21 fAhsbit 27 ts dii ongmai I S mvuuoi declaration signed Apt ii 20, 2001 h\ Di Pdwaicl 
L. lobimck. 

22 Application 00 H I j 8 \ ! issued ds I S o s 57 5 !<> 

2^ Fxhibit 27 page 2 ts a pnntout of columns j dnd 2 of T S f>,537,54°, showing that fhe 

tlist sentence of the specification recites " fins is a eonfmuatioit-ut-pait of application Sei No 

f*o *2t? °7t? filed on Apt N 2001 now V S Pat No t>.4 1°,044, which is a continuation-m-patt 

of application Sej No 0'> 5o3,051, filed on Ma\ 2, 2000 was jwc, now j T S Pat N u 

o 4?! °o I , which is a conumiatton-in-pait of Application Su No OQ<'47oM3 filed on Dec M 

I'W, now X S Pat No (\l "7,u "7, whtch is a comtnuaUon-jn-pajf. of application Su No 

no T-sjro, iilc-d on Mat 2 V 1090 tiow I S Pal No b 01^5^7 which is a eonfmtt'Uioii-iii-pdil 

of applicafton Sei No 00 2^o 388 tiled on K>b 24 i000 now abandoned 1 

2 i 1 he foregoing facts show that the t SPFO records show that application 09/841.844 

is a ( IP of 09/826,976. 

( I SPTO R I CORDS SHOWING TIU; BEN r FIT CI MM IN «9/826,*»"6 

2^ f xhibu V ts aeop\ of the 1 page transmittal lettei, and page 1 of the specification filed 
on 0 f OS 2001 in application 00/S2o «7o The nppet leff hand comes of Fxhibit ! 7 has a t'SPTO 
date stamp showing "04 0^ 01 " flit- upper tight hand cot net shows the £ SPH) application 
numbei 00 K2o 07o 

20 ! AhibU \~" page 2 shows the ouijina! lust sentence ol the specification a long with the 
examine! s handwritten amendment dated 03 22 02 reusing the pnotst\ claim to iccite 1 fhis ss 
a e<.>nttnuatiou-m-pdrt of application Set No 0° 1 filed on Mas 2 2000 which is a 

contimiatioti-iti-pait of \pplication Sej No 0 1 >M7o, 043, filed on Dec 31. P>"'>, now I S Pat 
No 6 8 77 0"7 which is a confimuuion-iti-patt of application Set No O c >/27^,0' 7 0, filed on Mai 



7 



23. 1 999, now U.S. Pal No. 6,015,557, which is a contirmation-in-part of application Set: No. 
09/256,388, filed on Feb. 24, 1999, now abandoned." 

27. Exhibit 18 is an original U.S. inventor declaration signed April 4, 2001, by Edward L 
T obi nick. 

28. Application 09 826 976 issued as U.S. 6,4 19,944. 

29. Exhibit 10. page 2 is a printout of columns 1 and 2 of U.S. 6,419,944, showing thai the 
first sentence of the specification recites '"This is a continuation-in-part of application Ser. No. 
09/563,65 1, filed on May 2, 2000, which is a continuation-in-part of Application Ser. No. 

09/4 76.. 643.. filed on Dec 31,1 999.. now U S Pat. No. 6, i 77,077.. which is a continuation-in-part 
of application. Ser. No. 09/275,070, filed on Mar 23. 1099.. now U S Pat No. 6. 0 j 5. 557, which, 
is a continuation-in-part of application Ser. No. 09/256,388, filed on Feb. 24, 1999, now 
abandoned.'" 

30. Exhibit 19, pages 3 - 5 are the claims in U.S. 6,419,944. Claims 1 - 23 and 30 - 38 relate 
to methods for inhibiting the action of T NF for treating various medical conditions bv 
administering a TNF antagonist. 

3 1 . Exhibit 20 is pages 1 -29 from the specification of application 09. 666,068 as filed, which 
contains a description of the invention of claims 3 - 23 and 30 ~ 38 in U.S. 6,4.19,944, and, 
therefore, application 09/666,068 should be added to the priority chain of the subject application. 
32 The foregoing facts show that the USPTO records show that application 09/826,976 
is a CIP of 09/476,643 and a CI P of 09/666,068. 

D USPTO RECORDS SHOW I NO TH F. BENE FIT CI. A IM IN 09/563,651 

33 . Exhibit 20, page I is a copy of the transmittal letter, and first page of the specification 
filed on 05/02/2000 in application 09/563,65 1 . The upper left hand corner of Exhibit 20 has a 
USPTO date stamp showing "05/02/00" The upper right hand corner shows the USPTO 
application number "09/563,65 i." 

34. Exhibit 20, page 2 shows the original first sentence of the specification, whic does not 
include a priority claim. 

35. Exhibit 2 J is a copy of the original U.S. inventor declaration filed with application 
09/563,651, signed May 2, 2000, and claiming benefit to application co-pending application 
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09/476.643. filed December .31.. 1999. 

36. Exhibit 22 is a request for Certificate of Correction, tiled December 23, 2005, adding a 
priority claim as follows' " This application is a continuation-in-part of application Ser. No 
09/476,643, filed Dec. 31, 1999, now U.S. Pat No 6,177,077, which is a continuation-in-part of 
Serial No. 09/275,070, filed March 23, 1999.. now U S Pat No. 6,015,557, which is a 
continuation-in-part of application Ser. No. 09/256.388. filed on ! : 'eb. 24, 1999, now abandoned/" 

37. Exhibit 23 is an SPE Response for Certificate of Correction dated March 6. 2006, 
approving the requested filed December 23, 2005. 

38. Exhibi t 24 is the Certi Ocate of Correcti on in U S 6,47 1 ,96 1 , i ssued May 2 3 , 2006, 
showing that the first sentence of the .specification recites 'This application is a contifuiatiori-m- 
part of Application Ser. No. 09/476,643, tiled on Dec, 31, 1999, now U.S. Pat. No. 6,177,077, 
which is a continuation-in-part of application Ser. No. 09/275,070, filed on Mar 23, 1999, now 
U.S. Pat No. 6,01 5,557, which is a continuation-in-part of application Ser. No. 09/256,388, filed 
on Feb 24, 1999, now abandoned." 

39. The foregoing facts show that the USPTO records show that application 09/563,651 
is a ( IP of 09/476,643. 

i I SPI O RECORDS SHOW IM* nil Bi MIFtr CL VIM IN ©9>666,068 

40 Exhibit 1 is a cops lit the 2 page transmittal letter and page i >it the specification tiled on 
OO/jo/2000 sn application oo o6o,06S The uppej itrfi hand coma of Exhibit 1 has a LSPIO 
date stamp showing "09 10 00" '! he upper right hand comer shows the I Si * T (> application 
number "0y/o(>6.0(>8 . " 

41 Exhibit 1 paacs 1 and 2, indicate that 09 .»oo OoS was filed as a Rule oo divisional 
tnuoipoTdting the ptiot specification and inventor declaration item S is checked and amends the 
specification before the first line to recite \hwsion of application number 0° 4~o 643 filed Dec. 
31. .19997' 

42 i \hihit 1 page * slums the ouuinai fust sentence of the specification, re, "1 hi.s is a 
continuati^n-m-part of application Serial \o 0° 25t>,iS8, filed on Fehruars 24, joou" along 
ui th the INarmnerN handvsutten amendment dared 1 i/i 5/2005, re\ ksmg the prionn chum tu 
tectte " i his application is a divisional of Ser \o o° r'(yM3, filed Dec 31, l' h »'>, now I S 
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Pal No. 6,177.077. which is a continuation-in-part of Application Ser. No. 09/256.388. fifed on 
Feb. 24, 1 f W9,..no\v.aMn.doned " f marked-tip) 

43. Exhibit 2. pages 1 and 2 shows the applicant filed a copy of the original U.S. inventor 
declaration from 09/476,643, signed by Edward L. Tobinick, M.D. on December 29, 1999, and 
relied upon that copy to secure the December ! 1 , 2000 filing date 

44. Exhibit 2, page 3 shows applicant requested a correction of filing receipt, dated-stamped 
"12/06/2000," in stating erroneously -11118 APPLICATION IS A DiV OF 0«/476,643, DATED 
12/3 i/1990 WHICH IS A CiP OF 00/256388, DATED 2/24/1999. ABANDONED."' 

45. Exhibit 3, pages 3 - 4 show a two page transmittal letter, date-stamped "Dec I i, 2000" 
filed in response to the Notice to File Missing Parts, listing "'A copy of the Declaration from the 
parent application (U.S. Serial No. 09 476.643 f. 

46. Exhibit 3. pages 1 is a Official Filing Receipt mailed "01/24/2001 " Exhibit. 3, page 2 is 
an Official Filing Receipt mailed "02/22/2001 

47. Application 09/666.068 issued as US 6,379,666. 

48. Exhibit 4 is a printout of the first two columns of US 6,379,666. 

49. Exhibit 4 shows thai the first sentence of USP 6,379,666 recites "This application is a 
divisional of Ser. No 09/476,643, filed Dec. 31. .1909 now U.S. Pat No 6.177.077. which is a 
continuation-in-part of application Ser. No. 09/256,388, filed on Feb. 24, 1999, now abandoned." 

50. The foregoing facts show that the IJSPTO records show that application 09/666,068 
is a divisional of 09/476,643. 

! v USPTO RECORDS SHOW I NO TH E BENE FIT ( 1 A IM IN 09/476,643 

.5 1. Exhibit 5, pages I and 2 shows the original inventor declaration from application 
09/476,643, signed by Edward L. Tobinick, M.I), on December 29, 1999. Exhibit 5, page 3 is 
the first page of the P'FO file history for application 09/476,643, stating in the examiner's 
handwriting verification that "THIS APPLN is a CIP OF 09/275,070 03/23/99 PAT 6.015.557 
WHICH IS A CIP OF 09/256.388 02/24/99 ABN" 

52. Exhibit 6, page 1 is a one page transmittal letter dated ''December 3 U 1999 BY 
EXPRESS MAIL/' for a new application showing the filing of an original inventor's declaration. 
At the upper left is the date 12/3 1/99" and at the upper right is the serial number '"09/476643". 
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i shtbit o pa^c 2 shows the first page ol the specification, \> Inch one i,an see oiiinnafh said 
' 1 his is ,i eommuation-in-part of VpplKation Serial \o <w 2v< ^KX filed t")n tebmars 2 I 
J oooo " I his sememe was ciossed-out b\ the examiner 

c i bxhtlm 7 page 1 ?s the first page of the 1' 10 file Histon amended in handwutms h the 
e\ammet to state This \ppin is a l IP OF 00/27- 07o PAT 0 ! ^ SS- \\ HK II IS \ 01P OF 
0') 2n* 188 02 24 u 0 \S*\ ' 1 \hihit 7 paae 2 is another u>p\ of the one page transmittal lettei 
dated 'December >!, foo^ fj\ rXPRTSSMAll ' lot a new application showing tht_ filing of an 
ongmal m\ entoi \ declaiatum At the upper left is the date 12 31 '*->" and at the upper udit is 
the st-iiai numbci no v«-> H" I \hibit ~ pauc > is an msentoj declaration filed with the 
application f \hihit " pa^c 4 shows the Inst page ol the specification as fifed which stated 
l ! his is a eontiiiuation-m-part of Application Sena! No <> q 2^" 1S8 filed on hehiuar\ 24 
joootr I his sentence was httei crossed-out b\ the esammer 

M Lshibu 8 page I fsa leimtnal Disciatmei o\et I S o.015 5^7 and page 2 is an original 
nnuUiM declaration claiming benefit of application "(io 2"^ 0?U Match 2i p'OO rj s p } ^ eil | 
\o o 01 S ^7" and 00 2So Fehtium 24, tw Abandoned 

^ f xliibu o page 2 shows the h mdwnUen amendment b\ the e\ imwei dated S 24 2000 
changing the first sentence of the specification to recite " I his application is a continuation-in- 
part of \ppitcatton Senaf No 0<> 2~* 070 filed on Maich 2i iw, now I S Patent o 01* ^7 
v\hieh is a tv-intinuation-in-patt of \pplication Set \o 00 2 So iSB filed on Fehittaix 24 1^°^ 
now abandoned" 

*o Lxhtbu 10 ts a puntout of the fust two columns ot I S 6 I "7 07" stating m the fust 
pauiguip!) that 1 his application is a continuation-m-pait of \ppheatiOii Sessa! \o 0°>/27S 070 
fifed on Mat 2 1 l 1,0 °, now I S Pat \o o, (, l S ^s- which is a eontmuatton-m-pai t of 
\ppliedtion Sei \o (W ?8S filed on leb 24 l°>o u now abandoned " 
*" Hie foregoins* facts show that the I SPTO records show that application 0*> 4"&,64.J 
Is a contiimatioH-in-paii of 09/275,070. 

(i I'SPTO RECORDS SHOWING THE BENEFIT CLAIM IN 09/275,070 

58 Bxhibit 11, page 1 is a transmittal letter dated "March 23, low BY EXPRESS MAIL " 
Page 2 is the fiist page of the specification as filed Pages 3 and 4 are a copy of the original 
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msemof declaration claiming benefit undei 3S I SO J 20 to 25f»,3S8 24 1 ehiuan l^oo 
pending ' signed on >-20-o>> b\ two imentois, Di Kiwaidl lohmick and Vithur Juome 
Tobmtek Pdii.es * -S ate <i cops ot a Petition to Make Special Hied Mai eh 2"* l°oo \t the 
upper right on page ^ is the set mi number "()0/2S7t)7o" and the date v 0 ? 2 ? o<>" 
■^o Fxhibit 12 is a pnntout of the Hist twoLoiumnt, of ts 60!^ ^^7 stating in the fttst 
pasagiaph that " This application is a eomimtalion-m-pait of Application Sei No oo 25<\3SS, 
tiled on Feb. 24. iv99, now abandoned." 

ftO The foregoing facts show that the TSPTO records show that application 09/275,0^0 
is a continuation -in-part of (W2 56,388. 

H I SP t O RECORDS SHOWING THL ULING DA I L OF 09/256388 

M inhibit 13, pdiie 3 is a cop\ of the fust page I SPIO file hfstoiv k>i application 
00/2^0 3S$, shoving 1 1 II ING DAI \l 02'24/oo " Pa yes } - 2 show the ouumal tmemoi 
deciaiation, dated FcbiUdix 21 1009 smued bs two j men tors Di Fdvwadt Tobtniek, and 
Arthur Jerome lobmiek !n 00 2>o. : *88. imetitot " TJwaid 1. '1 obwick, M I) ' is the same 
peison as "Di F<K\aid I Tohimck ' in oo/27\U7o (and "Tdwatd I Tobmic-K M D ' m 
09/476,643). 

f>2 t \hibu I 1 is another cop\ of the mvcntoi declaration Page 2 is tiatismmai lcticr dated 
FLBRl AR\ 24 W> BY i:\TRLSS \! All" hstinti the filing of an m\ entoi decldiatson and 
specification Page * of b\hilm 14 is the fust page of the specification as tiled 
o> Lxhtbit i\ pagt-s 1 - 2 is a Notice oi \handomnent 'mailed 00 2" 00 " Fvhthit pa ye 
> is coiumumcauon b\ applicant dated l) io oo statiiia "Re S\ 0 U 2^0, ?88 Vpphcanl heieln 
abandons the abo\ e-idenhfied application sn ia\or of \ppin S \ 09/2 7^ 070 which has been 
allowed b\ L\aminei lams 

04 Hie foregoing show that the I SPFO records show that application 09/256,388 was 
filed on K»bruar\ 24, 1999 and abandoned on Sept. 16, {999, 

I FACT s \\ I i \ I I i i: R KQ I I1STE I) R K L III V IS N OT M< ><> I 

05 Pending Iobjnick application 12 "*i4,20s claims puoiHs to the subject application 
0° S2(\°"> < I ? o 4 1 0 044> dS follows 'This is a continuation of application Suiai \o 
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iJ 2o2 ^28 filed on Oct 28, -005 which is a di\ isnm of application Set No 10 26^74*; filed 
Oct 9, 2002 now I s Pat \o o, t ->S2US M which is a continuation-in-part of application St! 
No <*° 84S.S44. filed on Apt 2\ 200 J now I S Pat No 6 5 3 7 549 which is a 
contiuuatton-tn-pait of application Ser. No. 09 826.976. filed on Vpr. 5, 2001, now I .$. Pat. 
No. 6.419.944, which is n continuation-in-part of application Ser. No. 09 666,068, filed Dec. 
1 1, 2000, now i .S. Pat. No. 6379,666, which Ls a dhision of application Ser. No. 09/476,643, 
filed on Dec. 31, 1999, now I .S. Pat. No. 6,P7,07"\ which is a eontinuaiJon-m-pait of 
application Set No 09/275.070 fifed on Mai 2L \9&\ now I S Pat No 0 01^7 which ns a 
eontinuauon-in-pait of application Ser No tH''2^0 >SS tiled on Feb 2 1, 1 ( J 1 "*, now abandoned " 
(emphasis added) 

j ka< rs sho>\ esg nir faiu re to propfri \ claim benefit 

W AS I MNTEYnON VL 

do The foiegomii facts 1 - o5 show that fatiuie to claim in this applicauon pnonts to 
09 oof\0o8 was an unintentional clerical euoi 

k l< \< IS RE I. A! ENG TO I HE LEGAL stan d\rd for en tr> of 
CORRECUON OF BENEH I CLAIMS 

i>7 Pxhibit 1o is a cop> of pages iiom Section 1481 0"$ of the current \eision of iheMPl P 

i RE I ATED I SPTO PROCEEDINGS 

68. The applicant is presenting herewith an Amendment to correct benefit in the subject 
application 09/841,844. 

(V) j he applicant is filing heiewith a auiespondmy request for a Certificate of Correction in 
rhc patent that issued fi!>m the '8 1! application ic I'S Pat o 537 s !*-> 

IH Rl ASONS \\ H\ IHL PE 1 HION SHOl Lt) BE GRAM ED 

On the merits, the petition should be granted because ( 1 ) the lehef tequested ks not moot 
(2) an amendment as to benefit tn an issued application is submitted herewith. ( i) all of the 
elements t emitted under iTTR 1 ~8{d>0) Iwu' been ptcsuited so awdtdmg a corrected 
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puuui\ chain in application Sei \u 0° 841 844 is pjopei and <4> a it\ittesi fui the appiopriate 
( truncate of Ounce ti on has been filed 



A, . STANDARD FOR GRANT OF PETITION 

1 FORM AL M\TTFRS 

j his petition it-quests enti\ ol an amendment m an issued application Hied after 
\o\emhu 2°, 2000 Theiefoie petition undei Rule 1 78 15 piopci 

(0\ 1 1 Fiyhteen-Month Publication Questions and Anweis ' 
http /www uspto >;e>\ -'patents !au as pa IHmnmh IHmonthfaq jsp^vcM 

3 he applicant is pa\ nig ihe ^7 { bK I \7(\) lee iherefore \ 1a ciedit card upon Id S web 
submission of this petition. 

2 rm: petition ls noi moot 

The petition is not moot because e\ en though 0^ S 4 1 ,S 4 1 is issued, a pending 
application claims pnouts to this application Hiet 

ORITF.RI \ FOR CORRFOTION O* BENEFIT 

"i he amendment that tins petition requests entrv of conects benefit "i he fetjiuiements to 
obtain hen eft! and toeoueci benefit ase yo\emed b\ Rule 1 "'S MPl P I4SS1 0"! contains criteria 
foi wanting a C ertificate of Collection eoneetinu benefit m an issued patent See the section 
titled "O'njection oi ^ \ ' ^ 0 1 1 ( > and ^ I S 0 120 Benefits " f {) \teu oi the fotegoing, this 
petition shows compliance with the criteria for correction of benefit under Rule 1 ,78. 

B. HIE VPPLIC Wl HASCOMPI JED Willi Till OR! TERI V FOR 
CLAIMING BENEFI I T O 09 '666,068 

1 I HI APPL1C VN I HAS COMPLILD W II H i HE 
RV.QX I REM EN TS OI 37 < l."8 

Thef illoujng patagtaphs m this subsection identiK teqiutcrnents in Rule 1 78 for 
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churning pnouts and show compliance with those requnements 

i7 OR 1 7Sta)t 1 ) authorizes a claim t*"> priori ts to pnot tiled applications onh if the 
applications name at least one common tn\ entoi and (hscio.se the claimed sm en Mori The prior 
filed application is (to 660 068 Hie common inventor is fcdwaid L Tobsmek, Facts 10-Sfj 

M CFR ! "^{'d^ and (ti) tequitc the ptiot filed applications to be ctthei international 
applications 01 applications entitled to a filtma date 11k puoi tiled application is t>of\0o8. 
which was entitled tii and accoided a tiling date fAhibtt I facts do ~ ^0 

3- n-R i 7S( t in2){it itquues a claim to puotuv to be present 01 amended to he pjesent 
dunng the pendencs of the application unless the application was filed prior to \o\emhci 2 l \ 
2000 and to state the relationship between the apphcaiiotts fhts application is an application 
tiled undei 1 U(a) attei \o\embei 2" 200t) -Veeordingh the amendment submitted heievwth 
provides the spec j lie ielereuces and lelatsonship to 0^ t><>o,<t{>8, which is a dixisfonal of 
application Set No OOM7o.(i43. \Unch is a conmiuaUon-in-part of OV 275,070, which is a 
con ti iiLiati on ~i n -pa rt ot 09/ 2 5t>, 3 8 8 . 

?7 ( FR I 78(a>(2Mni) tequues the claim to puonh be psesented m an application data 
slice?, ot amendment to the fust sentence ot the specification following the title 1 he amendment 
submitted herewith pioudes the claim to pnonh to 0 { >/ot»G Ot»S tn the fiist sentence of the 
specification following the title 

37 CFR I 78(:iH3) authorizes an dmendmeni claiming pnont\ ahei the time penods 
specified b> I ™tj(a)<2)(u) onK if the late filing of the- claim the piioiitv, w as unintentional h 
delated The entne dela\ between the date the pfionfs claim was due under patagtaph 3" CFR 
I 78 (a)(2)(u) and the date of submission of tins Petition was unintentional fact s~ 

>7 CFR I "8 contains no othet tequiiemeuts applicable to giant of this petition In stew 
of the foregoing, this petition should be granted. 

DATE: 6-10-2010 SIGN \ iTRK Robe* si L\h\^ 8^ 

PR IN I'tU N \MK: Robeit \\ Hahl 1% D. 

Date/time code June 10, 2010 { I '50pm) 

Y ■\Ciicnts\TACT\TACT00l0\PetitionToCorrcctPriority ...6537540. wpd 
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. Pa,'fcvi tl -:;:tr I?A , m f i"''' 
^THS, CROSS-NOTING, AND STATUS OF 



201.66(a) 



LW»rth*P»p«r^Raclii^Atfirfi3^ 
REQUEST FOR FILING A PATENT APPLICATION UNDER 37 CFR 1.S0 ~J£c. 



DOCK£T NUMBER 


ANTICIPATED CLASSIFICATION 
Of THUS APPUCATION 


PR! OR APPLICATION EXAMINER 


AATUNtT , 


T08INICK 3.0- 
009(CIP}{0IVn 


CLASS 


SUBCLASS 


Examiner William R.A. Jarv 


is 1614 



3\P s3£3-<- 



Addraa* to: 

Aaaartam CommwMonM 1 for P«t»rrt» 
WMftinfiton, D.C. 20231 

Thia It a raquaat for Wing a QcontSrwatfori £0<£vMcro{ applicaiioft urtdar 37 CFR t.ftO, of panotng prior 



■ND MUSCULAR DISORDERS 



1. Srtdo*«Kt m a copy of tfta !«tMt Irxvtrtor-tlQnmd prior apofioatiort, indudtno, • copy of th* oatrt of dactenttiort ahewfno 
th« original wgrtsture or an JndeaUon ftvww »fgn*d f haraby verify that tf*a papar* «r» * troa copy of th» tttatt tienad 
prior apptication numb** , p-j j f 4 , 76.643 . and furthar that al ttatamanta mad* harafn of my ovm itnwtfedfl* «re 
tm«; and furthar that th«*a ttatsmeoCs wm mads vvrtf* tfta knovMadg* that wiBfU fata* «at»rnerrt» and th* tike a» mad* «f« 
puniaitsbia by fin. «■ jmprfaonmar*. of both, ortetor abetter, 1001 of TW* 18 of th* Un*t*d Statea Coda and tfwrt «ich 
wiiifuf fata* *tat*m*ritt may j*op*rdte* th* vaUdty of tha appfioatfoa or arty patant teaulna tharaort. 




2 (3 A v«rtf1«d atBtamarit to *<ttabtieh smali entity atatu* under 37 CFR 1.9 and 1.27 

ai* and©***! 
was fi!«d in prior appfication number Off/ 476 ,,643 artd tuch atatua la atffl proper and deairad 
(37 CFR 1.28(a)). 

3. □ Tfta Commisatonor as hor«by »uUionst»d to charge any fa«a which may tw f«quJro<l under 37 CFR 1.18 and 1.17, or 

cr*drt any ovat paymant to Deposit Account No. , . A dupiicat* copy of thia ahaat to andoaad 

4. 03 A check in «w amount of S , g4$ ft ♦ndoaad. 

5. S!Canc»( irtthu* application original cfaima^ /*• #7 ^ 66> ~ 9? of th* prior 

appticaftoo bafora caJcuiatiriD. frt* filmg fee. (At laaat on* originai fndftpawtortt dafrrt mutt ba ratatnacf for fllino, purposes.) 
8 (3 Tf>* Inventory) of tfca mvaoSon b«r»g ci aimed Irt thi* application t« {ara}' 

7 Q Th» application namad In th* prior appScction. tn accordtartc* with 37 

CFR 1 8C(b), tft* Commataonar la raquestsd to ti«S(rt« th« nam«<«) Of tft* fottowtris P«n»n or p*r»om who are not 
invantora of «i« invention being daimod frt mt* appfioatton: 

8 Q Amend th* apodficanon by maartirtg bafor* th« first iina th» awntanea: "Thia appttcatfon ia a O oonfirtuatfor* 

fj dfviaion of application numbar 09 / 476,643 , fftad . 3J , 1 . C«atu», abanciorwd, pandrtft ate-j,* 



G 



\Ht^#oZ n QC 20?^ TO^r^£*4o^^*OR*CO^t£TE5 FORMS ?( 
WkaMngMn. DC 1023 1. < 



5AD0HESS. SEND TO: A««t«t»ni Con»rt»»ter»«f *»» PstiKKt*, 



200 - 19 



8w. 3. My 1997 



20L06(a) manual of patent exaaiinino prc 



(REQUEST FOR RUNG A PATENT APPUCATION UNDER 37 CFR 1.60, PAGE 2} 
8. Onsw format drawings are enctosed. 

1 o. Q Priority of foreign application number , filed on m 

bdaimed under 35 U.S.C. H»(a} -<d)! """" " ' 

□ The corned copy has been (Bed in prior application number /„ , riied 

11 . EI A preliminary amendment is enclosed. 

12. OThe prior application is assigned of record to 



13. OAlso enctosed: 



14. CD The power or attorney in tne prior appScetion 1* to: EZRA SUTTON. P. A. 

______ Plaza 9, 900 Route 9 

~T~ — ^_ i iloodbridgtij Hoy; jQi'ooy 07005 

a. UJThe power of attorney appears in the original papers in ttte prior application. 

b. Q Since the power does not appear in the otlQim papers, a copy of the power in tne prior 

appteatwn is endosed. 

c. QAddress aii future correspondence to: (May only be completed by appBcam. or attorney 

or agant of record.) 



Q Customer Nwnbsr 



, , , F<f m or 



Type Customer Numbf her* 

EZRA SUTTON. P. A. 



Pfmsm C«stom«r Number Bar 



p laza 9, 900 Route 9 



City 



Country 



...»r.Affhrirjge 



New Jersey a? 07nw 



Tetephone f 732 } 634-3S?ft 



(732) 634-3521 



I inventor(s> typed or printed name 

Assignee of compiete interest. Certification under 37 CFR 3.73(b) is endosed. 
j Attorney or agent of record 
! Flied n»<der 37 CFR 1 .34<a) 

Registration number ff acting under 37 CFR 1.34(a). 



25,770 



|P*S«2ef2S < 



Re*. 3, My 1997 



20G~20 



t 




TOBINICK 3.0-009 (OTP) 

TNF INHIBITORS FOR THE TREATMENT OF 
NEUROLOGICAL, RETINAL AND MUSCULAR DISORDERS 



The present imenlion relates to tumor necrosis factor (TNF) antagonists or 1 NF 
blockers for the treatment of neurological disorders, trauma, injuries or compression; 
demyelinatmg neurological disorders, including multiple sclerosis; neurodegenerative 
diseases, including Alzheimer's disease; muscular disorders, and disorders of the optic netve 
and retina (hereinafter "Neurologic and Related TNF Disorders") More particularly, the 
TNF antagonists, 'INF inhibitors or TNI< blockers, are used for the treatment, prevention or 
amelioration of these "Neurologic and Related TNF Disorders" by modulating the action of 
TNF m the human body. The use of these TNF antagonists or TNF blockers results m the 
amelioration of these disorders and diseases and represents a novel use for this class of drugs. 



Neurological disorders due to demyelinating disease (e.g. multiple sclerosis), immune 
disease, inflammation, trauma, or compression, occur in different clinical forms depending 
upon the anatomic site and the cause and natural history of the physiological problem For 
example, in Alzheimer's disease the brain undergoes a serious form of ncurodegcneration 




FIELD OF THE INVENTION 



BACKGROUND OF THE INVENTION 




Applicant or Patent: 
Serial or Patent No 

Filed or lasued; 

Title: TSF it 




ilSITQRS FOR- 1'fi 



RETINAL AND MUSCULAR DISORDERS 
VERIFIED STATSMSHT {DECLARATION) CLAIMING SMALL ENTITY 
STATUS (37 CFR 1.2(f) AND 1.27{b) - INDEPENDENT INVENTOR 

below-named inventor, I hereby declare that I qualify as an independent 
ntor as defined in 37 CFR 1.9(c) for purposes of paying reduced fees under 
Section 4l(a} and (b) of Title ^ 35 , _ Untied States _ Cade, to xs iloss* Vo ffrg^ 



Trademark office with regard to the invention entitled ; 

TREAT H £ NT 0? Ji E 0 SO LOG I C £1* , SXTI NAL AKD H-USC15LAR 0ISORD 



[ } 



described in: 

the specification filed herewith 

Application Serial No. 

Patent No, , issued.. 



X have not assigned, granted, conveyed, or licensed and am under no obligation, 
under contract or law to assign, grant, convey, or license, any rights in tne 
invention to any person who could not be classified as an independent inventor 
under 3? CFR 1.9(c) if that person had made the invention, or to any concern 
which would not qualify as a email business concern under 37 CFR 1.9(d) or a 
nonprofit organisation under 37 CFR 1.9(e). 

Each person, concern, or organization to which I have assigned, granted, 
conveyed, or licensed or am under an obligation under contract or law to assign, 
grant, convey, or license any rights in the invention is listed below: 

[ ri no such oerson, concern, or organisation 

[ ) persons /concerns, or organizations listed below* 

♦NOTE : Separate verified statements are required from each named person, 
concern, or organization having rights to the invention averring 
to their status as small entities. {37 CFR 1.27) 



PIIT.T. NAME 

[ ] INDIVIDUAL 

FtlT.T, NAME 


{ ] SMALL BUSINESS CONCERN [ 


j NONPROFIT ORGANISATION 


ADDRESS „ - — 

[ j INDIVIDUAL 

pflT.T. MftMP 


j ] SMALL BUSINESS CONCSRM 1 


] NONPROFIT ORGANISATION 


ADDRESS 

[ ] INDIVIDUAL 


{ ] SMALL BUSINESS CONCERN | 


■ } NONPROFIT ORGANIZATION 



any change in status resulting in AOS " th» earliest of the issue fee or any 
EiS.iLE'SI'dS SJFtSZZSVSO. SltS'ii'. -11 entity I. no l^r 

appropriate. (37 CFR 1.28(b)) 

I hereby declare that all »" ?r nt, «d. Mr«n of ? own ^dge are true and 
that all statements made on xntormatior. kno t le dV« that willful false 

further that these statements were made .with the ^owledg^ :« 
statements and the like « ^ that such "willful 

under Section 1001 of Title 18 of the ^™ S*«/\£^ plicat ion, any patent 
^uLft^e^^^ ™»t " <^ected. 



S<J«atd L . tosinic: 



NAME OP INVENTOR 



NAME OF INVENTOR 



i ^re Wln^r signatu^ ^T!!^^ Inventor 



Date 



Date 



Date 



By: EZRA SUTTON Esq /DAVID 0£jgS Esq; 732 634 351 




Page 2/3 
TOBIN2CK 



'3 .0-009 {,'CIp} 



""LARATlON FOR PATENT APPUC* 

ten 

As a below named inventor, I herefiy declare thai: |5 ^* 7 J 

My residence, post office address and chtienship are as listed bcroy next lo my n;yi 

t believe [ am the original, first and sole inventor {if only one name isl^^d^ji^for an original, first md joint inventor (if plural 
names are listed below) of the subject matter which is claimed and for which a patent is sought an the invention entitled 

TNF IN HI9I T0RS FO R THE TR EATMENT OF N EURQ.LDG I CA L ■ , the specification of which 

RETINAL AND MUSCULAR DISORDERS 
(check one) 1Dcis attached hereto. 

Q was filed on as 



n accordance with Title 37, 



^ .. . (if applicable). 

i hereby state that J have reviewed and understand the contents of the above identified specification, including the claims, as amended 
fey any amendment referred to above. 

I acknowledge the duty to disclose information *nkh is material to the examination of this applic: 
Code of Federal Regulations. §!. 56(a). 

1 hereby claim foreign priority benefits under Title 35. United States Code, of any foreign applications) for patent or inventor's 
certificate listed beSow and have also identified below any foreign application for patent or inventor's certificate havmg a filing date 
before that of the application on which priority is claimed: 

Monty Claimed 



r Foreign Apphcarion(s) 



(Number) 



(Country) 



(Day/MontVYear Filed) 



{Day/Month/Year Filed} 



(Number) 



(Country) 



(Day/Month/Yesr Filed) 



1 hereby claim the benefit under Title 35, United States Code §120 of any United States applications) listed fcdow and, insofar as 
the subject rnaner of each of the claims of this application is not disclosed in the prior United States application in the maoner pro- 
vided by the first paragraph of Title 35, United States Code. 8 1 12. 1 acknowledge the duty to dtsciose materia mtorainn ss delated 
in Title 37. Code of ttderat Reflations, $1.56<aj which occurred between the filing date of the prior application and the national 
or PCT international filing date of this application: 



(Applic: 



a Serial No.) (Filing Date) " (Status- patented, pending, abandoned) 



(Application Sena! Nol tM«8 *>ate> (Status-patented, pending, abandoned) 

I hereby appoint the following attorney**} and/or agcmU) to prosecute this application and to transact all business m the Patent and 
Trademark Office connected therewith; 

Ezra Succon, Reg. No. 25,770 . „ 

Address ail telephone calls to H «» ««• — L " ? ^ j - £ 34 " ^ ? ° — 

Address all correspondence to ■■ F7"RA SUTTON. P. A. 



* P laza 9. 900 Ro.ut&„3_ 



such willful false statements may jeopardize the validity of the applicant or any patent issued thereon. 



ward L. TCBINICK, m.D. 



Frit name of sole ^^j'^t^fl^r- Date . December 2 , 9 ,,., 199 9. 

mvemor's s^aturc^^^S^^ Onited Stares.. 

ReS,d "' C ; ~— inn nrr.A ^ T^TJl* zz. S.ite 305 

Post Office Address ~ Lo 9 Ar , q0l S 3_ t _^ nj£^±^....'i ftft2 AsJS3ILl._. 

Full name of second joint inventor, if any 

Second Inventor's signature — — ~~ ^ a£e 

Residence 

Post Office Address — 



Ssnt §y % : EZRA SUTTON, E^a/DAVIDJWVIS Esq; 732 834 3511; 11 :06AM 




TOBINICK 3.0-003 (CIP) (DIV I) 

IN THE UNITED STATES PATENT AND TRADEMARK OFF%^ ^> 
BY FAX - 1-703-308-7%$^ % 
in re patent application of : : 

EDWARD L. TOBINICK, M.D. <% 

«*e» « Group Art Unit 1614 

Serial SO. 09/666,068 ■ utu ^ 

Filed: September 19, 2000 : Bxaminer 

For: TNF INHIBITORS FOR THE : 
TREATMENT OF NEUROLOGICAL, 

RETINAL AND MUSCULAR DISORDERS December 6, 2000 



r 1 

Assistant Commissioner for Patents ^ 
Washington, B.C. 20231 o 

Sir: 

Please issue a corrected filing receipt, and correct the 

following data: 

THIS APPLICATION IS A DIV OF 09/476,643, DATED «/»!/»». 

WHICH IS A CIP OF 09/256,388, DATED 2/24/1999, ABANDOtfBD. 

See the enclosed filing receipt. 

Respectfully submitted, 
EZRA SUTTON , P. A. 

EZRA SUTTON 
Reg. No. 25,770 

. . Plaza 9, 900 Route 9 

woodbridge, New Jersey 07095 
(7325 634-3520 
ES/jmt 



O 



By: EZHA SUTTON Esq/DAVir^MVIS Esq; 732 834 3511; 



De>^-00 11 :06AM; 



fesres ?xtew and Trademark Oi 




Ezra Suttoa PA 
Plaza 9 900 Route 9 
Woodbridge, NJ 07095 



Date Mailed: 11/15/2000 



Rectus acfa^Udscd *W«**I?< ""g^gfe ? ?^^51«r?ll3Nb 

recciOt If a» «ror is noted <m this 1« 252?! Sof this Filing Receipt with th« change* 
sSLtfkm's Customer Servke Go**. JXffifi lW M*b ^M""^ 
noted thereon, vou received a "Notice to * ™^*F* the PTO processes the reply to 

appropriate). 



Applicant^) 



Edward L. Tobimcfc, Los Angeles, CA ; 



Foreign Applications 

If Required, Foreign Filing Ucense Granted 11/IS/2GQG 



»* SMALL ENTITY* 



TNF tahibuors for the treatment 



of aeuological, retinal and muscular disorders 



Preliminary Class 
514 



Data entry by s HINES, BRRNDA 



Team : OIPE 



Date: 11 a5/20OO 



11/15/00 



Page I of 1 




FI^E COPY 



United States Extent an£> TrXpemark Office 




liiiiill 



UNiteo States r&pfl and Tra&>/£V. Office 



8(is Data Sheet 



SERIAL NUMBER 

09/666,068 



FILING DATE 

12/11/2000 
RULE 



CLASS 
514 



GROUP ART UNIT 

1614 



STORNEY 
DOCKET NO. 

TOBSNICK3. 0-009 
<CiP)(D!V! 



APPLICANTS 

Edward L. Tobinick, Los Angeies, CA ; 

' CONTINUING DATA *»""*««"*«»"****** 

THIS APPLICATION IS A DtV OF 09/476,643 12/31/1999 PAT 6,177,077 
WHICH IS A CIP OF 09/256,388 02/24/1999 ABN 

• FOREIGN APPLICATIONS * 



IF REQUIRED, FOREIGN FILING LICENSE 
GRANTED ** 1 1 /02/2000 _____ 



* SMALL ENTITY * 



Foreign Priority claimed £T 
35 DSC 1 19 (3-<J) conditions Q 



|SJ no □ Met after 
Allowance 

ExamiriOf's Signature Initials 



STATE OR 


SHEETS 


TOTAL 


COUNTRY 


DRAWING 


CLAIMS 


CA 




16 



INDEPENDENT 
CLAIMS 



ADDRESS 

EZRA SUTTON, P.A. 
Plaza 9, 900 Route 9 
Woodbridge ,NJ 07095 



TITLE 

TNF inhibitors for the treatment of neurological, retina! and muscular disorders 



FILING FEE 
RECEIVED 

410 



FEES: Authority has been given in Paper 

No. to charge/credit DEPOSIT ACCOUNT 

No. for following: 



□ All Fees 



□ 1.1 6 Fees (Filing) 



Q 1 .17 Fees ( Processing Ext. of 
time ) 



1,18 Fees ( Issue) 
Q Other 
□ Credit 



fde://C:\Apps\PreExam\correspondence\ 1 _A.xml 



1/23/01 



01/29.2001 MON 11:52 TAX 17326343511 E- StTTON/D. DAVIS g]O02 

. . - ... J| J| Page 1 of 3 



0WP% 1 ^tcd States Pa tent akd Trademark Ofkce ^ roR ^ 

il Lf^aftsSro *j Uwre& States Patent una THademapK Office 
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Plaza 9, 900 Route 9 -0=000000005731 7*8" 

Wood bridge, NJ 07095 

Date Mailed; 01/24/2001 

Receipt Is acknowledged of this ncnpn^ional Patent Application It wiil be J^^^^^g? 
wii! be notified as to the results of the examination. Be sure to provide the U.S. APPUCAi ' '" N ^> 
F LING DATE NAME OF APPLICANT, and TITLE OF INVENTION when inquiring about ^ ^cat.on_ 
F^es Ua^mSad by check or draft are subject to coliection. Please verify ^^^T^TJ^pTnt 
on this receipt. If an error Is noted on this Fiiing Rece.pt, please wnte to *| «J a * Pat ^ 
Examination's Customer Service Center- Please provide a copy of this Filing Receipt wrfh the 
chanoes noted thereon If you received a "Notice to File Missing Parts" for this application, please 
S ^ ^^corrections m this Filing Receipt with your reply to the Notice. When ths PTO processes 
the i Vepfy to the Notice, the PTO wtii generate another Filing Receipt incorporating the requested 
corrections (if appropriate). 

Applicants} 

Edward L. Tobinick, Los Angeles, CA ; 

Continuing Data as Claimed by Applicant 

THIS APPLICATION IS A DIV OF 09/476.643 12/31/1999 PAT 5,177,077 
WHICH IS A CIP OF 09/256,388 02/24/1999 ABN 

Foreign Applications 

If Required, Foreign Filing License Granted 1 1/02/2000 

«• SMALL ENTITY" 

Title 



TNF inhibitors forth© treatment of neurological, retinal and muscular disorders 



Preliminary Class 
514 



Data entry by : BURSE, JANICE: Team : OIPE Date: 01/24/2001 
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Woodbridge, NJ 07095 

Date Mailed; 02/22/2001 



Receipt is acknowledged of this nonprovisional Patent Application. It will be considered in its order and you 
wit be notified as to the results of the examination. Be sura to provide the U.S. APPLICATION NUMBER, 
RUNG DATE, NAME OF APPLICANT, and TiTlE OF INVENTION when inquiring about this application. 
Fees transmitted by check or draft are subject to collection. Piease verify the accuracy of the data presented 
on this receipt. If an error is noted on this Filing Receipt, please write to the Office of Initial Patent 
Examination's Customer Service Center. Please provide a copy of this Filing Receipt with the 
changes noted thereon. If you received a "Notice to File Missing Parts" for this application, please 
submit any corrections to this Filing Receipt with your reply to the Notice. When the PTO processes 
the reply to the Notice, the PTO wiii generate another Fifing Receipt incorporating the requested 
corrections (if appropriate}. 

Applicants } 

Edward L. Tobiniek, Los Angeies, CA; 

Continuing Data as Ciaimed by Applicant 

THiS APPLICATION IS A DIV OF 09/476,643 12/31/1999 PAT 6,177,077 
WHICH iS A CJP OF 09/256,388 02/24/1 999 ABN 

Foreign Applications 

If Required, Foreign Filing License Granted 1 1/02/2000 
Projected Publication Date: 05/31/2001 
Non-Pubiication Request: No 
Early Publication Request: No 
** SMALL ENTITY ** 
Title 

TNF inhibitor? for the treatment 






TOBINXCK 3.0-009 (CIP) (DIV Iljik J? 

IN THE UNITED STATES PATeW'AND TRADEMARK OFFICE 




In re patent application of: 
EDWARD L. TOBINICK, M.D. 



Serial No. 05/666,068 



Group Art Unit 1614 



Filed: September 19, 2000 



Examiner 



For: TNF INHIBITORS FOR THE 



December 6, 2000 



TREATMENT OF NEUROLOGICAL, 
RETIHAIj AMD MUSCULAR DISORDERS 



Assistant Commissioner for Patents 
Washington, D.C. 20231 

Attention: Customer Service Center 



Sir : 

This is in response to the "Notice to File Missing Parts of 
Nonprovisional Application," dated November 2, 2000. 
Enclosed for filing are the following: 

1. Page 54, which was missing from the application; 

2. A copy of the Declaration from the parent' application (U.S. 
Serial No. 09/476,643) ; 

3. A copy of the Verified Statement for a Small Entity from 
the parent application (U.S. Serial No. 09/476,643); 

4. The surcharge fee of $65 for a small entity; and 

5. A copy of the Notice to File Missing Parts of 
Nonprovisional Application. 



Initial Patent Examination Division 



RESPONSE 



4 



It is requested that this application be given a new filing 
date upon receipt of this Response. 



Plaza 9, 900 Route 9 
Woodbridge , New Jersey 07095 

{732} 634-3520 

ES/jmt 

Enclosures 

I HEREBY CERTIFY THAT THIS CORRESPONDENCE IS BEING 
DEPOSITED WITH THE UNITED STATES POSTAL SERVICE AS 
FIRST-CLASS MAIL IN AH ENVELOPE ADDRESSED TO: 
ASSISTANT COMMISSIONER FOR PATENTS 
WASHINGTON, D.C. 20231 ON 



Respectfully submitted, 




1ZRA SUTTON , Reg. No, 25,770 



Date 



By. 
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TNT IMHIBI TOKS K>U 1 HK I RLATMKNT 

OF NK[;R<)l.<)<;i(:At„ RF.TiNAF AM) 
MUSCULAR DISOiiDKKS 

RELAIBD APPLjCAHON 

This application is a divisional of Ser. No. 09/476,643, 
filed Dee. 31, iW, mm U.S. Pal No. <M 77,077, which is 
3 conthittation-tEi-parf of application Ser. No. 09/256.3&S, 
filed on Feb. 24. now abandoned. 

HELD OF THE INVENTION 

The present invention relates lo tumor necrosis factor 
(TNF) antagonists or TNF blockers fcjr the treatment of 
rictuological disorders, trauma, iniar es >u compulsion, 
demveh.aatine neurolosacal disorders, including multiple 
sclerosis; neurodegenerative diseases, including Alzhe- 
imer's disease; muscular disorders; and disorder of the 
optic nerve and retina (hereinafter "Neurologic and Related 
TNP Disorder*"). More particularly, the TNF antagonists, 
'INF inhibitors or INF blockers, are used for the treatment, 
prevention or a roe ligation of these "Neurologic ami Related 
TNF Disorders"' by modulatittsi the action of INF in the 
human foody. 'Use use of these TNF antagonists or W 
blockers results in the amelioration of these disorders and 
diseases arid represents a novel use for this-, class ol drags, 

BA(..kOK.O(JND OF i iil:. INVIiNliON 

Neurologies! disorders due to demyelinating disease (e.g. 
multiple sclerosis), immune disease, inflammation, trauma, 
or compression, occur fa different clinical forms depending 
upon the anatomic site and the cause and natural history of 
the physiological problem. For example, in Alzheimer's 
disease the brain undergoes a serious form of rteurodegen - 
eration of unknown etiology. Common to all of these dis- 
orders is the fact thai they can cause permanent neurological 
dam tgc, tbii daiuagi ..an kv.ii tuidh .-md be u ..v,tsihk, 
and that current, Ueattoerti of these conditions is 
unsatisfactory, oiieri requiring surgery and/or the use of 
pharmacologic agents, which are often noi completely suc- 
cessful. 

These neurological conditions include acute spinal cord 
trauma, spinal cord compression, spina! cord hematoma, 
cord contusion (these cases are usually traumatic, such as 
motorcycle accidents or sports injuries); nerve compression, 
the most common condition being a herniated disc causing 
sciatic nerve eoriipression, neuropathy, and pain; but also 
inducting cervical disc, herniation, causing nerve compres- 
sion in the neck; acuta or chronic spinal cord compression 
from cancer (this is usually due to metastases to the spine, 
such as from prostate, breast or lung cancer); autoimmune 
disease of the nervous system; and rie myelin a ting diseases, 
the most common condition being multiple sclerosis.. 

Steroid drugssuch as cortisone that are used to treat many 
of the aforementioned neurological problems and conditions 
tie pit tuitl-ttv hu irdou> Ktdti-*. thev ,t)c used either it 
high dosage, with a corresponding increasing risk of side 
effects, or because they are used chronically, also increasing 
their adverse elfcets. Lastly, steroids are only partially 
effective or completely ineffective. 

'Fumer necrosis factor (TNF), » naturally occurring 
cytokine, plays a central role m the loilanttttatoty response 
and in immune injury, iNf is formed bv the cteavaae ol: a 
precursor transmembrane protein, forming soluble mol- 
ecules which aggregate to form iri molecular complexes. 
These complexes then bind to receptors found on <■ variety 
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of ceils. Binding produces an array of pro-ittiiaotmatory 
etl'ects, including release of other p ro - in fiarnrrt story 
cytokines, including imerieukin til )■<■. I! S. and IL-i; 
release of rnarrix avitalksproteinases; and tip regulation of 

5 the expression of endothelial adhesion molecules, further 
amplifying the inlfammatorv and immune cascade by 
attracting; leukoevfes into extravascukr tissues. TNF is now 
well established 'as key in the pathogenesis of rheumatoid 
arthritis (RA) and Crohn's Disease. 

jn Specific inhibitors of 'INF, only recently commercially 
available, now provide the possibility of therapeutic inter- 
vention m INf riKdiatvd diseases S>r,\ntaltc thctapc it c 
siKits^ has irt.id\ been dtmonstiattd *ith mfh>im.ih, a 

chimeric anu-TNF monoclonal antibody (rtiAb), in treating 
Crohn's Disease and RA; and wiih eianercept, a recombf- 

LS nant fusion protein consisting of tseo soluble TNF receptors 
joined by the i ; e fragment of a human JgGl molecule, ra 
treating RA and Psoriatic Arthritis, Other specific anti-INT 
agent's are tinder development, including 0287 (a human 
anti-TNF mAb), CDP 571 (a chimeric, but 95% humanized, 

2'? anti-TNF mAb), and a pegylated soluble TNF type 1 recep- 
tor. Additionally, thalidomide has been demonstrated to be a 
potent anti-TNF agent. Further, anti-TNT therapies may 
include gene therapy and the development of selective 
inhibitors of the TNF-alpba converting enzyme. 

25 As with ot her oruan systems, TOP has been shown to have 
a key role in the central' nervous system. There is a need for 
TNF inhibitors thai will open a new realm of therapeutic 
possibilities for a wide variety of neurological and related 
disorders. These disorders are diverse- and include irsfiam- 

,50 matory and autoimmune disorder's of the nervous system, 
including multiple sclerosis, Guitlain Barre syndrome, and 
myasthenia gravis; degenerative disorders of the nervous 
system, including Alzheimer's disease, Parkinson's disease 
and I kmf ington's disease; disorders of related systems of t he 

3$ retina snd ol muscle, including optic neuritis, macular 
degeneration, diabetic retinopathy, dermatomyositis, amyo- 
trophic lateral sclerosis, and muscular dystrophy; and inju- 
ries to the nervous system, including traumatic brain injury, 
acute spinal cord injury, and stroke. 

40 The .limited ability of the body to effect .repair after injury 
to the nervous system, the devastating nature of these 
diseases and the lack of effective therapy all highlight the 
importance of early therapy aimed at preventing or limiting 
neuronal destruction. Anti-TNF therapies are ideally suited 

a% to this task because they have been demonstrated to dra- 
matically limit, inflammation by interrupting the inflamma- 
tory cascade at a luridamernal level. 

There remains a need for i new pharmacologic tTcatmeut 
of these aforementioned physiological problems of the ner- 

st; vous system associated with autoimmune disease, demyelt- 
nating diseases, neurodegenerative diseases, trauma, injuries 
and compression with the pharmacological use of TOP 
antagonists or TNF hiockers, which are greatly beneficial for 
the large number ot patients whom these conditions affect. 

55 Drugs which are powerful TNF blockers are etanercept, 
infliximab, pegylated soluble TNP Receptor Type 1 (PEOs 
TNF-Ri.j, other agents containing soluble TNF receptors, 
CDP571 (a humanized monoclonal anti-TNF-alpha 
antibodies}, thalidomide, phosphodiesterase 4 (IV) inhibitor 

60 thalidomide analogues and other phosphodiesterase IV 
inhibitors. Etaoereept. or loiliximab may he. used for the 
immediate, short term and long term {acute and chronic) 
blockade of'INF m order to minimise neurological damage 
mediated by TNF dependent processes occurring irt the 

<* aforementioned neurological disorders. The use of these 
TNF antagonists or TNP blockers would result in the ame- 
horihonol llwse th^Ntoloi;ti. tl tKiioiJoiit 1 pi »biems. 
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Docket No. ,___£_*_* 



Declaration tor patent application 

As B below named inventor, I hereby declare th3t: 
My residence, post office address and citizenship are as stated below next to my name. 

i believe I am the original, fast and sole inventor (if only one name is listed below) or an original, first and joint inventor {if plural 
flames are listed below) of the subject matter which is claimed and for which a patent is sought on the invention entitled 

TNF IN HIBITORS F O R THE TR EATM ENT OF H E __»___ I CAL . , dlc specification Of which 

RETT HAL AND MUSCULAR DISORDERS 
(check one) Ckis attached hereto. 

□ was filed on ... v as 

Applici 



, (if applicable). 

i hereby state that 1 have reviewed and understand the cements of the above identified specification, including the claims, as amended 
by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to the examination of this application in accordance with Title 37, 
Code of Federal Regulations, $l.s«a). 

i hereby claim foreign priority benefits under Title 35, United Suites Code, §1 19 of any foreign appiication(s) for patent or inventor's 
certificate listed below and have also identified below any foreign application for patent or inventor's certificate having a filing date 
before that of the application on which priority is claimed: 



Prior Foreign Applications) 



Priority Claimed 



{Number} 
(Number) 



(Country) 
(Country) 



(Day/Month /Year Filed) 
"<Day/Month/Y_r Filed)"" 



{Day/Monlh/Year Filed) 



Yes 



No 



: H hereby claim the benefit under Title 35, United States Code. §120 of any United States application(s) listed below and, insofar as 
^the subject matter of each of the claims of this application is not disclosed in the prior United States application in the manner pro- 
vided by the first paragraph of Title 35, United States Code. §1 12, 1 acVnowiedge the duty JO disclose material information as defined 
-^in Title 37, Cade of Federal Regulations, 31.56(a) which occurred between the filing date of the prior application and the national 
; ; ? : 6r PCT international filing date of this application; 



^'(Application Serial No.) 



(Filing Date) 



(Status— patented, pending, abandoned) 



H,Applicaiio7serial No.) (filing Date) {Status-patented, pending. Abandoned) 

^ hereby appoint the following attorney(s) and/or ageM(s) to prosecute this application and to transact ail business m the Patent and 
^Trademark Office connected therewith: 

Ezra Sutton, Reg. No. 25 ,7 70 



Address aJl telephone calls to .. 
Address all correspondence to . 



. at telephone no. 



\ SUTTON, L_A_ 



P laza 9. 900 Ro ute 9 



_JfoQ.dbri.d&e.»....Np'» .let's f>y....Q 709 5- 



i hereby declare that all statements made herein of my own knowledge are true and thai all statements made on m format ton and 
belief are believed to be true; and further that these statements were made with the knowledge that willful false statements and the 
like so made ate punishable by fine or imprisonment, or both, under Section 1003 of Title IS of the United State* Code and that 
such willful false statements may Jeopardize the validity of the application or any patent tssued thereon. 

t , - '. A A Edward L. TOBINICK. M.D. .. 

Full nam* of so e or first jtnvemw ,/\ Tl'..^- ' * . "--r rr™ 

. t p y (^^J/^'-~XdJ^\ _______ Date Decem b er 29 , 199 3 

5i _S a" Aacffe la a> ei ^jgfnij 9 0 0 2 4 - § ? t£_ T m«hi P United States of 1 C & 



Inventor's 
Residence 
Post Office Address 



100 UCLA Medical Plaz 



Suite 205 



Lo s An 



C s 1 ifornia , . 2.CL0. _4.___X3. ... 



Full name of second joint 
Second Inventor's signature 

Residence 

Post Office Addtcss _ 



Sent By: EZRA SUTTON Ssq/OAViO DAVIS Esq; 



Applicant or Patentee: Edwara L. tobiskk , M.D. Attorney's 

Serial or Patent No.: Docket no. : 

Piled or Issued: „ , 

Title: TMP INHIBITOSS FOR- THE TRBATMEMT OF NEUROLOGICAL, 

RETXNAl AND MUSCULAR DISORDERS ' 

VERIFIED STATEMENT ( DECLARATION) CLAIMING SHALL EHTITSf 
STATUS {37 CFR 1.2(f) AND 1.27(b) - ItfBEPKHDSKT IKVBNTOR 

As a below-named inventor, i hereby declare that I qualify as an independent 
inventor as defined in 3? CFR 1.9(c) £or purposes of paying reduced fees tinder 
Section 4.1(a) and (b) o£ Title 35, Untied States Code, to the Patent, and 
Trademark office with regard to the invention entitled ™* inhibitors po p, the 

' TREATMENT OP NEUROLOGICAL, RE TIN/* 



MUSCULAR 'DISORDERS 



[ ? 



described in; 

the specification filed herewith 

Application Serial No. 

Patent No. , issued__ 



I have not assigned, granted, conveyed, or licensed and am under no obligation, 
under contract or law to assign, grant, convey, or license, any rights in the 
invention to any person who could not be classified as an independent inventor 
under 3? CFR 1.9(c) if that person had made the invention, or to any concern 
which would not qualify as a small business concern under 37 CFR 1.9<d) or a 
nonprofit organisation under 37 CFR 1.9(e). 

Each person, concern, or organization to which X have assigned, granted, 
conveyed, or licensed or am under an obligation under contract or law t-.o assign, 
grant, convey, or license any rights in the invention is listed below: 

f x ) no such person, concern, or organization 

[ j persons, concerns, or organizations listed below* 

*NOTE: Separate verified statements are required from each named person, 
concern, or organization having rights to the invention averring 
to their status as small entities. (37 CFR 1,27) 



*ML<1> IIAHS. »„ . ■■■■ 


{ J INDIVIDUAL 


{ j SHALL BUSINESS CONCERN 


£ J NONPROFIT ORGANIZATION 




( ] INDIVIDUAL 

TMiT.T. MAMF. 


j SMALL BUSINESS CONCERN 


[ ] NONPROFIT ORGANISATION 




( ] INDIVIDUAL 


{ ] SMALL BUSINESS CONCERN 


( ) NONPROFIT ORGANIZATION 



I acknowledge the duty to file, in this application or ' P*^; fl Htv ? f us 
any change in status resulting in loss of entitlement to small ■entity status 
prior to paying, or at the time of paying, the earliest of the iMue f ee pr any 
maintenance fee due after the date on which status as a small entity is no longer 
appropriate- {37 CFR 1.28(b)) 

I hereby declare that all statements made herein of my own knowledge are true and 
that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or impri , 
under Section 1001 of Title 18 of the United States Code, and that sucn willtui 
false statements may jeopardize the validity of the application, ™Y P£ ent 
issuing thereon, or any patent to which this verified statement is directed. 



Bdwatd L. TOBISICS , M.O. 



NAME OF INVENTOR 



NAME OF INVENTOR 



Signature ^f^nvektor Signature of 'inventor Signature of Inventor 
December 29, 1999 



Date 



Date 



Date 



SERIAL NUMBER 


BUNG DATE 


CLASS 


GROUP ART UNIT 


ATTORNEY DOCKET NO, 


09/476,643 


12/31/99 






TOBINICK.3.0 




fir 





EDWARD L. TOBINICR, LOS ANGELES, CA. 



♦♦CONTINUING DOMESTIC DATA* ****** 
VERIFTJE& THIS APPLN T*& A CIP 



**371 ( NAT ' L STAGE) DATA 
VERIFIES 



** FOREIGN APPLICATIONS* 
VERIFIED. 





\ 
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^IF REQUIRED, FOREIGN FILING L ICENSE GRANTED 02/07^00 ** SMALL ENTITY 



Verified and Acknowie^gotj 



> ONtet afte*r Aifowsnce 



EZRA SUTTON PA 
PLAZA 9 900 ROUTE 9 
WOOD BRIDGE NJ 07095 




TNT INHIBITORS FOR THE TREATMENT OF NEUROLOGICAL m>mtMT~ff?m 
"J DISORDERS 



FEES: Authority has been given in Paper 

. to charge/credit DEPOSIT ACCOUNT 
NO. for the following; 



J Ail Fees 

1.16 Fees (Filing) 

1.17 Fees (Processing Ext. of time) 
_J 1.18 Fees (Issue) 

Other 

□ Credit 



900 ROUTE 3 

OCS., NEW JERSEY 07035 PATENTS 

TRADEMARKS 
COP Y R.1CHT5 

Oecembec 31, 1999 

<732> 634-3520 
CABLE: TRADEPAT 
FAX; (732) 634-3511 



B ¥ EXPRESS MAIL 



Assistant Commissioner for Patents 
Washington, D.C. 20231 

File NO-; TOBINICK 3.0-009 (CIP) 

InventOr(S): Edward L. TOBINICK 

Title: TiJFI INHIBITORS FOR THE TREATMENT OP NEUROLOGICAL, 

RETINAL AND MUSCULAR DISORDERS 

Assignee: None 
Dear Sir: 

Enclosed herewith are the following documents in the above- 
identified application for a Letters Patent of the United States: 

i Pages of Abstract * Verified Statement for Small Entity Status 

l l Pages of Specification Declaration, Power of Attorney & Petition 

*2. Number of Claims Two {2} return-addressed postcards 

*Z Sheets of Drawings (PLEASE PROVIDE FILING DATE & SERIAL NUMBER) 

r ~ Assignment for Recording (attached to copv of this letter) 

3£ PETITION TO MAKE SPECIAL; LIST OF PRIOR ART CITED BY APPLICANT; •> PiUOR 

5 PRIOR ART PATENTS; FEE OF $130 

Check No. 38% J in the amount of $ 5 1 0 ■ , calculated as follows: 

($3 80 + $ 1 JW) 

Basic Fee (**Large Business $760.00} (*Small Business $380.00) $ 380 

Additional Fees : 

Total number of claims ^ 

Total number of claims in excess of 20, 79 times (+*$18)(*$9) ?H 
Number of independent claims 



Number of independent claims minus 3, _j> times { **$78 ) { *$39 ) 

Assignment recording fee ($40) 

Multiple dependent claims (**$260) <*$130) 

PETITION TO MAKE SPECIAL 

TOTAL filing and assignment recording fees 



CONVENTION DATE for Appln. No._ 

is claimed. 

Priority Document: Enclosed Will follow 

Respectfully submitted, 

_ 

ES/jmt yiEZRA SUTTON, Reg No. 25,770 

Enclosures / \ 



TOBINICK 3.0-009 (CIP) 



TNF INHIBITORS FOR THE TREATMENT OF 
NEUROLOGICAL, RETINAL AND MUSCULAR DISORDERS 



RELATED APPLICATION 

phcatiGir 




FIELD OF THE INVENTION 
The present invention relates to tumor necrosis factor (TNF) antagonists ot !\'F 
blockers for the treatment of neurological disorders, trauma, injuries or compression; 
demyelinatmg neurological disorders, including multiple sclerosis; neurodegenerative 
diseases, including Alzheimer's disease; muscular disorder's; and disorders of the optic nerve 
and tetina (hereinafter "Neurologic and Related 1 Nh" Disorders"). Moie particular i\ , the 
FNF antagonists, TNF inhibitors or TNF blocker's, are used for the treatment, prevention 01 
amelioration of these "Neurologic and Related TNF Disorders" by modulating the action of 
TNF in the human body. The use of these TNF antagonists or TNF blockers results m the 
amelioration of these disordcis and diseases and represents a novel use fortius class of drugs 
BACKGROl !ND OF THE INVENTION 
Neurological disorders due to demyelinatmg disease fe.g. multiple sclerosis), immune 
disease, inflammation, trauma, or compression, occur m different clinical forms depending 
upon the anatomic site and the cause and natural history of the physiological problem. For 
example, m Alzheimer's disease the brain undergoes a serious form of neurodegeneration 



Exhibit 7 Pages 53 -SSrromlFS 09476643 077.pdf 
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marE Office 



IF REQUIRED, FOREIGN FILING LICENCE GRANTEft SMA , { pmTrv 
- 02/07/2000 \ SMALL UNiin 

Foreign Prion ry claimed ' Q ve s S^f , "' 




SERIAL NUMBER 

09/476,643 



X 2 ' 



rum: 



CLASS 



FILING DATE 

12/51/1999 
RULE 

i4TOICXHTSr 

EDV/ARD L. TOBINICK. LOlLANGELES, CA 

CONTINUING DATA ***»*********< 
A^3\ cVV<im«B>BfcieAWW IS A CIP OF C%256,388 02/24/J999 ABN 

** FOREIGN APPLICATIONS * 



GROUP ART UNIT 

1614 



ATTORNEY 
DOCKET NO. 
TOBINICK. 3.0 



SMUT 8 



EZRA SUTTON PA 
PLAZA 9 900 ROUTE 9 
WOODBRJDGE. NJ 07095 



STATE OR 


SHEETS 


TOTAL 


INDEPENDENT 


^ COUNTRY 


DRAWING 


CLAIMS 


CLAIMS 


\ CA 




99 


8 



INF INHIBITORS FOR THE TREATMENT OF NEUROLOGICAL, 



\ DISORDER! 



FILING FEE 
RECEIVED 

510 



FEES: Authority has been given in Paper 

No, to charge/creditDBPOSIT ACCOUNT 

for following: 



□ All Fees 



□ 



1. 16 Fecs_{ Filing ) 



P i.|7 Fees ( Processing Ext, of 
time ) 



C^1.18 Fees ( Issue )_ 




2/25/00 2:29 PM 



A- 



LAW offices 

Ezra Sutton, p. a. 



PL A ZA <5 
SCO ROUTE S> 
CO a? 'DCS, MSWJER_ 



December 31, 13yy 
Bjf i:XT R£t>S MAIL 



(732) 634-3520 
CABLE: TP.ADEPAT 
FAX: <732) 634-3511 



Assista.it Commissioner for Patents 
Washington, D.C. 20231 

File No.: TuBiniCK (err) 
Inventor { s } : e vi* a x a l. vcb i m i ck 

Title: TNF. INHIBITORS* fOR THE TKnA.'MEKT Of N FU ROLOGICAL, 

RL'IINAL AND MUSCULAR DISORDERS 

■f Assignee: None 

» Dear Sir: 

Enclosed herewith are the following documents in the above- 
ldentined application for a Letters Patent of the United States: 

2 Pages of Abstract _JL„Verified Statement for Small Entity Status 

Pages of Specification Declaration, Power of Attorney & Petition 

^ Number of Claims Two (2) return-addressed postcards 

^ Sheets of Drawings { PLEASE PROVIDE FILING DATE & SERIAL NUMBER) 

Assignment for Recording (attached to copv o? this letter} 

PETITION 'IV ,W E SPECIAL; list of prior art cited by a- PL 
b PRI OR ART PATFMT3; VEE L'F SliO 

Check No. 3 ?8j in the amount of ? -? i0 

Basic Fee (**Large Business $760.00} (* Small Business $380.00) 
Additional Fees: 

Total number of claims ...9 9 
Total number of claims in excess of 20, 

Number of independent claims 

Number of independent claims minus 3, 



PPLXCANT; 

calculated as follows: 



9 times (+*$18) (*$9) 
times <**$7S) (*$39) 



Assignment recording fee ($40) 
Multiple dependent claims '{ -*$260 } {*$130) 

PETITION TO MAKE SPECIAL 

TOTAL filing and assignment recording fees 



$1 , 2 86..,. 
130 



CONVENTION DATE 
is claimed. 



for 



„Appln. Ho. 



Priority Document: Enclosed will follow 

Respectfully submitted, 



ns/;imw 
Enclosures 




■ nt 3y FT?. 8if"> 0*1 Fsc,"Wlt DAI.". 
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Applicant or Patente* 
Serial or Patent. No. ; 
Filed or Issued: 

Tit Jet _ 

•BOBR5 

VERIFIED (BSCLARATI08) CLAIMING SHALL 

STATUS (37 CFR 1.2(f) AND 1.27(b) - INDEPEH&ENT INVESTOR 

As a below-named inventor, X hereby declare that 1 qualify as an independent 
inventor as defined .m .3 7 CFR 1.9(c) for purposes of paying reduced fees under 
Section 41(a) and (b) of Title 35, Untied States Code, to _ the Patent and 



HUSCCLAR DISORDERS 



_de3cribed in; 

; specification filed herewith 



I have not assigned, granted, conveyed, or licensed and &n under no obligation, 
under contract or law to assign, grant, convey, or license, any rights in the 
invention to any person who could not be classified as an independent inventor 
under 37 CHi 1.9(c) if that person had made the invention, or to any concern 
which would not qualify as a small business concern under i'l CFR 1.9(d) or a 
nonprofit organisation under 37 CFR 1.9(e). 



igned, granted, 
ir law to assign, 
is listed below: 



Each person, concern, or organization to which I have 
conveyed, or licensed or am under an obligation under 
grant", convey, or, license any rights in the inventio 

{ :< J no such per; 
t J person 

*NOT£: Separate verified stateRients are required from each named person, 
concern, or organization having rights to the invention averring 
to their status as small entities, (37 CFR 1.27) 



FULL NAiffi 



ADDRESS 

I } INDIVIDUAL 


i ] SMALL BUSINESS CONCERN 


] NONPROFIT ORGANISATION 








iiiiriTJi^K — ■ 


{ J INDIVIDUAL 


f j SKALL BUSINESS CONCERN 


: NONPROFIT ORGANIZATION 


HTtH.1. MAMS" 








{ ] INDIVIDUAL 


{ j SMALL BUSINESS CONCERH 


] NONPROFIT ORG AK I Z AT 10 K 



X acknowledge the duty to file, in this application or patent, notification ct 
any change in status resulting in loss of entitlement to small entity status 
prior to paying, or at the time of paying, the earliest of the issue fee or any 
maintenance fee due after the date on which status as a small entity ib no longer 
appropriate. (37 CFR 1.215(b)) 

I hereby declare that all statements made herein of ray own knowledge are true and 
that all statements made on information and belief are believed to ^ true; and 
farther that- thes^ statements wera tcade with the knowledge that willful false 
statements and the liKe &o made are punishable by fine or imprisonment, or both, 
under Section 1001 of Title 18 of the United States Code, ana that such willful 
false statements may -jeopardize the validity of the application, any patent 
issuing thereon, or any patent to which this verified statement is directed. 




NAME OF 1SVEBT0S 



I OP INVENTOR 



Signature W^lnvahtor signature of Inventor" "signature of Inventor 



TOBINICK 3.0-009 (OP) 



TNF INHIBITORS FOR THE TREATMENT OF 
NEUROLOGICAL, RETINAL AND MUSCULAR DISORDERS 

RELATED APPLICATION 

This is a continuation-in-part of Application Serial Mo. 09/256,388, filed on 

February 24, 1999. 

FIELD OF TH E INVENTION 

The pie^em invention j elates to rumoi neeiosis factor (1 \F} antagonists ot T\F 
blocker tot the (rcatrntnt oi neurological disoiders. tiauma. injuries oi compression, 
dtrmehnaung ncmological disotdeis, including multiple sdeiosjs. nei Todegenoiatn e 
dic^c^cs;, including Al7hcjmei 's disease, miL-culm dt solders, and disouietsof iheopuenet \ e 
and retina (heremaftci "Neurologic and Related TNF Deciders") vloie particular 1} Lk 
INH antagonists. TNF inhibitor? oi 1 NF blockeis, are used foi the treatment, pie\ ention or 
amelioration of these "Neutuiogic and Related TNT Disorders" h\ modulating the action of 
fNF tn the human bods . The use of these 1 \'F antagonists or TNF blocker results m the 
j> melioration oi these disotders and diseases and represents a no\ el u^e lor this class of drugs 
BACKGROUND OF 1 HF 3NVFJ\1JO\ 

Neiuological di^ui den; due to deimeimatmg disease <e g multiple <\ lej osjs). mmmne 
dis<.a.se inflammation tuasmu or ^ompie^um, occur in different chmcal terms depending 
upon the anatomic -ale and the cause and natuial susioi } nf the phvstologieal ptobiem 1 ot 
example, in VUheimeCs disease the brain undergoes; a svuous form o^neutodegencKUum 



Sent By: EZRA SUTTON Esq/DAVID DAVIS Esq; 732 634 3511; 



.-21-00 3:21PM: 



manual of patent examining procedure 



OFFIC 



terminal disclaimer to obviate a doubu patenting 

REJECTION OVER A FWOH PATgNT 



Doekat Number {Of 



!n re Application of: 
Application No. 

mat 

far 



EDWARD L . TOBINICK 
09/476,643 
December 31, 1999 

INF INHIBITORS FOR THE TREATMENT OF NtUROtOGICAL 
RETINAL AND MUSCULAR DISORDERS 
Tha owner, . EP^AB.Q .1.,.. I0&IN.I.CK. o&QD.. percent interest In the inslant appiicattan hereby 
disctatme, excapt as predicted befow, tha terminal part of tna statutory term of any patentoranted on the traount 
application, which would extend beyond the eatpfcstlon date of the full statutory term defined in 35 U.S.C. IS* 

.fc» 1S8and 173, aspraaantiy shortened by any temtfnaldiaeiafmer. of prior Patent No .6 »D. 15„ 551. 

owner bwafay is$ff8*sinatany patant aegrantod on the Inatafrtappacatteri «hail be entafeeabte oniy forand i 
«uch period that and the prior patent are commoniy owned. This agreement rwr*> with any paterrtoranu 
the instant appiieatlon and to binding upon the grants*, ftssucoeasonaQr asslgne. 

In maWngthe abovedisciaimer. the owner does not dteclaimihe terminal part of any patent granted on 
the instant application that would exiand to She expiration data at the fuii statutory te*m«adef!ned ln35U.S»C. 
154 to 1 S« and 1 73 of toe prior patent, as pr«»»rt«y shoiraned by any term* na! disclaimer. In the event tftattt tater 
expiree for failure to pay a maintenance fee, is hetd unenforceable, l« found Invalid by a court of competent 
Jurisdlcuen, is ehrtutoriiy disclaimed In whole or terminally disclaimed under 37 CFR 1.321. has all claim* 
cancelled by a reexamination certificate, i» reissued, or is in any manner terminated priorto lh« e*plratlen of 
ti* full statutory term *» presently shortened by any tarminal dlseiafroer. 

Check oither box 1 or 2 below. If appropriate, 

. r— j Forautomisefonson behaif of an organisation {*.o, , corporation, partnership, university, government 
— agency, etc), the undersigned is empowered to act on behaif of the ergantartlon. 

1 hereby declare that all statement* made herein of my own knowledge am true and that att statements 
mads on information and beiief are believed to ba true: aruafurthortrtatthasaetalementBW^madevirtttithe 
knowledge that wliiful faisa statements and the iifce so made are punishable by fine or Imprisonment or both. 
Under Section 1001 of Title 19 of the United States Cede and that auch willful false stetementsmayjeopBfcJtee 
thevaiidrty of the application or any patent issued thaeecn. 



2. it') The undersigned i» an attorney of record, 



July 20, 2000 




Typed or printed nama 



PCj Tertninat disclaimer fee under 37 CFR 1 ,20{d) included. 

*C«rtlfc«aw> under 37 CFR *.73<b} t* raeuired If owmkwt * 
Fwm PTQ/sa/ttS m«, e>* um4 tar <rw*fns. *i» oertfto 



fteMtt*. Watsni^Mi. PC MK31. 



?55»u;t£o t»o*o««s to thus * — -**— - 
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8y: EZRA SUTTON Esq/DAVID OAV^Ssq; 732 634 3511; Jul -2^0 3:21PM; 

Jfc ^BeCL A RATION FOR PATENT APPL^fe^B Docket No, J^^*j^L , 

W «Bl w .... _ ~. - T.O-ciomriP) 

. As a beloi- iwmed Inventor, {'hereby declare that: 



OFFICII!' 



My residence; post office address sod citizenship are as stated below next to my name. 
I believe Pam the original, first and sole inventor (if only one name is listed beiow) or an original first and )oim inventor (if plural 

MUSCULAR DISORDERS 
(c¥ecic oneF*"!* attach hereto. 

: 2 w«i n» ob , aj! 

Application Serial P*«. — 

and *nt amended ott , (if applicable). 

I hereby state that t ha«e reviewed'and understand the cements or the above identified specification, including the claims, as amended 
by any intendment referred to above. 

t acknowledge the duty to disclose information which is material to the examination of this application tit accordance *-ith Title 37, 
Code of Federal Regulations. $ 1.34(a). 

1 hereby claim foreign priority benefit* under Title 35, United States Code, ft 19 of any foreign application^) for patent or inventor's 
certificate fisted below and have atso identified bciow any foreign application for patent or inventor'* certificate having * filing date 
before thac of the application on which priority is claimed: 

Prior Foreign- A ppl teat leafs > Priority Claimed 



{Numbers 


{Country) 


{Oaty/Momh/Yew Filed) 


Yes 


No 


{Number} 


{Country* 


{DayVMonth/Year Filed} 


Yes 


No 


(Number) 


(Country) 


(Day/Month/Year Ftied) 


Ye* 


No 



1 hereby claim the benefit under Tide 35, United Suites Code, JI20 of any United States application^) listed beiow and. insofar as 
the subject, matter of each of the claims of this application is not disclosed in the prior United States application in the manner pro- 
vided by thit first paragraph of Title 35, United States Code, 5 li 2, 1 acknowledge the duty to discJose material information as defined 
in Title j7;: Code of Federal Regulations, fl.JoXa) which occurred betwesa the filing date of the prior application and the national 
or PCT international filing date of this application: 

09/256,388 February 24. 1999 Abandoned 



U.S. 



(Appiication Serial No.} (Filing Date) (Status— patented', pending. abandoned) 

n the Patent and 



Ezra Suteon, Rag- No. 25,770 



Address ail telephone calls to „ 
Address at] correspondence to „ 



1 £ Z%A SUTTON, P.A. 



I hereby declare that all statements made herein of my own knowledge are true and that all statements made on information and 
belief are believed to be true: and further that rhestr statements were made »-ish the knowledge that willful faise statements and the 
tike so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States Code and thai 
such *itlfuf faise statements may jeopardize the validity of the application or any patent issued thereon. 

Full name of sole or n~.j~r~.~fx j*"*f*A " „,I,P b J n1 ck ■ W ' D ' ' . ■ ■ ... 

Inventor's signature 

Residence tos Angeles, Ca^fprWHT citizenship United States of America 

Pa<t orne* Aetdr*^ 100 UCtfl Med ical PI aza~T~Sui te 205 . 

c . A *™ l bs 1 Angel es. Ca l ifornia 30024-5303 ; - 

Full name of second joint inventor, if any — 

Second Inventor's sienature Date ■ - ■— 

Residence -; . .. CltUstishin — — - 



07/21/00 FBI IS: 19 {TX/RX NO 6334] 



Sent By: EZRA SUTTON Esq/DAVID DAVIS Esq; 732 634 351 



JiJl-21 -00 3:20PM; 



EZAA SUTTON- 
JOS6PH SUTTON 
of eoovs&t. 

a. ca,es>f 

DAVIO U DAVIS 



TO: 



FAXNO._ 

FROM: 



uvw omens 

EZRA SUTTON, P. A. FAX RECEIVED 

P laza 9 JUL 2 4 2000 



soo routs 9 
woooesuDce, waw jres.se y 07095 



GROUP 1600 



PATSXT5 
TH.aDSMvv8.K5 
CQPTSUCHTS 



<732) «3*-35ao 
FAX: t732> 63*-3SU 



OFFJCMi 



FAX NO., 



PHONE: 



^732-634-3311 



1*732-634-3520 



TOTAL NUMBER 
OF PAGES: 
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San? By: EZRA SUTTON Esq/ DAVID DAVSa^Esa: 732 634 3511; 




Jul -21^0 3:20PM; 



OFFlCf 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
BY FAX AND MAIL 



In re patent application of: 
EDWARD L. TOBINTICK 



Serial No.: 09/476,643 

Filed; December 31, 1999 

For: TNF INHIBITORS FOR THE 

TREATMENT OF NEUROLOGICAL. , : 
RETINAL AND MUSCULAR 
DISORDERS 



Assistant Commissioner for Patents 
Washington, D.C. 20231 



Group Art Unit 1614 
Examiner William R, A, Jarvis 
July 20, 2000 



AlWENDMEN J 



Sir: 



This is in response to the first Office Action. 
IN THE SPECIFICATION : 

rrrr ... _ Please amend the first scnttm-c of t he specific ation as follows: 



- - This^ts a continuation- in -part of Application Serial No. filed on ^kffe 

F^femet(y-24;H[-999 f now aWdene^r*»Ki Application Serial No^f ~ ~ " 



•Nor^Ot5r557. - - 



i HEREBY CERTIFY THAI THIS COfWEST-GNUfcNCE b 

eese oetossteo wth ths unites states posial 
sefwtcE as msr-cuss &wi t« m* awacFE AOMt&ses to; 

1S$K»MfflfQHft«£HTS 

taxi, mam 
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IM INRlBliORS H)R 1HI !M1<\iMIM 
OI MIROIOOK \t t>ISORl>FR5 

KLl VI LI) M'J'l \< \UO\ 

11 s ppl ot >tt ts i t t ttti it x t | i I ii it | K titoi 
Xt \ u niJTMFU ikd i Mi ^ mwUSFi 
N M I s '■>'''> " \tbitti -at ntinuttn 3 i p rtol tp{ Ik tto< 
Si V. l» ^m^hS tiktU.b 24 jw v hmdon.. 

nu noi iiii i\v^ iii>\ 

lit p tstrt! i \trttt t rJ its to mint iuiNh i it! 
<IN1> in u lists i IM hktUt tu tlx tit nun <l 

Uiull^vll tfSOljtlN (Ell Eft I HB t\ H) tt. ) \ tssk (I 

i tin t tint itul,_ ntliulivK-il dis. tK s i tltidn., tiltipk 
stku -js ntuii kgt tr u d^-tsts nttJtdiit, Vt'bt 
imer » disease: muscular disorders: and disorders ot ihe 

OElttttltt lid ft In ! (1 IW ilf i ( \tttfof>Vtt "d Rtftkvl 
INI Iksordtfs) \ton, pditk lldlh tht tttnonsis 

INI nh Nkx- ot IM bi< tUrs r< t -td t< i tbw i t t tnt, 
juuiii nu ndi i U jjtb. -c Vtroiout ndk. htt 
INI Di tks b\ ixlil)tt4flt tti >tt o IM i tht 
I in o Ui. tst uj thtst IM i mftuntsts t IM 

blovktr- tt,sitlf- ft) t it eir ton xift o) tfk-t. ibs r tt- ift 
dtst tsts id tp tst. )ls i noitt ust. 1 1 thi- thss it tints, 

HV Kc.ROLMj Ot HIL ixALMNA 

Vt roiuui- I thsmdus due i dt i tti u i n» thst st {c » 
ni } f tt sJu >s s) i ) cm tit. d •*. st i 1 mil 3 itton tr rum t 
ihi> ptt^smn ik.i.3 i lilk tu tluiittl t nns di x rii itt4 
u| ut ik t nut 3 1 -lit nil the t, ivt 3 d n tmli stor\ t 
tit pi w t^ti! rtbki I >e ti nipk n M'htiix-t - 

uaxiio unknown tt kv.t t itnn ( t It i ! t ust il — 
unites i iht txt tint thtt t i 1 1 1 1 t pit tit it it fuipiIi ait. I 
ddni<%t th t i t a v ti ttu p ib ttd bt intvu<- 1 tt 
and that current treatment o! the.se conditions ts 
im-mst n.iof> oik) rtm nu sut^ttt u 1 < i tl t tst < f 
phi Ellk iou ^t ts \ hfsb <i t « 131)1 u 3{k!ti\ SUt 

Hies* ncuRflosticsi ctiitaitjtius iBcmdc scute spinal ford 
trauma, spina! cord comptcssion. spinal cord hematoma. 
t.Ed ,uHH.ii (tlust ov., j< t-ulh t mi tit ,iuh - 
uoIoftNuk ittukiiMi sr it .s) itrtt mpttss 

lilt 1 l 111 IHOKlullHf kis, t In. i it tttd dl-1. t it stn„ 

stttUtE>tM imp t*> n (tur.ipuK t j p " 3 t<i t I o 
t tttfdtt Su.U)UUk[ i t n t tt- 1 i ctt \t t 3 p ts 
sr 13 it tht nttk ti. Ut ot th i it spin I ti id tin ipj, vwn 
It nu a (t if- is tjsit 11 d it t i eer} s ists t } il spt t 
si th ^ t 111 p nstth hit ist ui h ni> t nttr) i Eeii nnmt 
dist-t-t i | jilt IKE 1 0(3- s,stt( i d da vthtttUttg d UK 1 
tilt 3isU 1)1 3 i i 3d! X iK.1V 3t.it pkstkl ss 

Sm iddn^ssiKh t-tu i-nu thil ik ish. k Ik it nun 
>f!lt lit tETK3 t >E1tti IlttfR I vtsilpt Ntnstndi. id tons 
tt p itKul ih Ii'trdut Ut-iust tbt\ ia listd 1. 1 lit. r i 
1 J dos ^ \ tl ktt its nu d ) ^ f > -i)4 tsk ii sdt 
tlittt- >r htt if * ! it\ ) t nstd J ontt IK Isi tt t iu 
tht n dtasi dktts 1 s 1\ -tu.nds it mil pnttilh 
eilecUt-e or compktelv tneilecttve. 

hlDllt EKU0-3S !ltk)f (,(Nl! a lllfUEtlh >ttUHltfc 

i ( Euki i plt^s tLiti 1 rok in flu t II t unit >r< rtspuist 
ud i ittttm k nuj. IM i- t.nn.d hi. tk ^ ^t ol 
putitisi r i ttsnti^ant pi tti ti 1114 s kbit nil 
tak- hIkIi 3C^fs.^itt to Ioeii t n nktiih oinpkvs 
Ibesc conipkxe-s ttiei) t?Kid to rccepiOEs toiuid on a variety 
ot .til- Btndu 4 pr<.d)Kts n jiri\ it in ntlnniitoti 
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iliuts i atdiu itk is L >1 o htr pi flin ito s 
t\kk its fttUhiua ikktkt (il)<> 0 ^ i 15 I 
release ot inairix ineislioproteinases; and op reuitlakoi) ol 
fbt tijitsston tf ttd tlKtf I dksofi 3 loktuks ntbtE 
^ ainplilving the utllatnmatorv and intnctunc casrfadc bv 
it .ttn kul.xvt. s inn n , j V ts^itii iis^us t\ijsiut« 
vvtll tstiblishtd ts kt> ii tk p tkguvsts t tlitnmt i 
I tilts (R\) «d i r< hi , 5)i,t *. 

Spttitit mlil'iUrsoi IM uiih nttfrtf ntftiun IH 
j 3\ ii bk naw p mk tit pis.st(»lt\ ol ihtrjx.il it tfittE 
vention its YH\' meduded aiseases. braniafic therapcuue 
sin..ks- i)3> Itt d\ lit. i di nut- i tkd \v th ntlivim !> 3 
chimeric ami-INI- ; nioiaoclotial aiitibodv tniAb). tn treating 
( ohi - t>i tsi ndRV ndi-vtiit ttXRtpi i itvonb 
( , n tit lit- i iE . kinoist^iiii^.l « sikibk IM iv.tpt.ns 
uitd In tit It t ^3ti >t i bt i 3 tnokuk t) 

ttit)it,R\ id 1 stu ntt Attl in s O Ik f k K «u IMI 
;isient« are under devcloofneEif-. lEitiixltne D2k7 (a htttnan 
mh- Ihsh inAbk (.:DP .17 1 i a chimeric, bat 95% liuniartij.txi. 
uii-IM i Mi) i id i fx^hud -oliiiik IM % { t I tti fi- 
ll Vldti.nilh hilidi 3 uk his bv-t i ikni i sir tu thi bt i 
piv.it jtii !M iixnl I urtbt nti PM lilt jpts mt\ 
include esne liwrapv and lbs devtilopnieftt ot seJccuve 
i! it. n it tht IM itpbj t ivrti v t , n 
\s\i th<ithin>n» n-isittu- IM h -Ixti shov, itnl %t 
tltw ki bttttt tl itn tssisttn Ihtttt t ttttd 1 .r 
1 M' inhibitors that will open 3 new realm o! therajietittc 
p *>sth i tits o \\fik\ v, i d nttti il 4kd ulrttdkl 
dtsi rdt rs litst disirdtrs n di\ti udinJiik i iff i i 
, mitniv id mn EintEK .ttsttdit- ot tht i im t> sv^tni 
inclfiatfti> mttlttpk sclenxsLS. (nultain Hsrre svndrorne. and 
tt\tsthtlt „tt\is ikyj. K t M dtst tk - ot ii xi\t t 
s,sk( t tllktl 3^ \ktttJtlH. -tlt">tt">t P«k) 1st isdist st 

i id Shltlttl i't t sd St 1st, tl <0 (k s 1 1 t))ttti 'SkETl ii tit 

s tv ittt tnd o! musvlt itvluitut, opts tit it t s tmtt-ltf 
ik t tnti ui tit tlx tk rt ft) .p th\ dtrnit. 3\ s hs inn 
trt phtt h 1 1 tl stkros s ind m ts^ui Ks n«ph\ m 1 inji 
iit-ti th trvt t-s.stti iiitti. tu 4 1 i itis. hi 1 1 it t tn 
acute spinal cord initirv, and stroke. 

1 bt tt nt id ibtl n o In both 1 1 itka up i ilt. t it p t\ 
k tU ttflotfs s\stt) tk tkNlstl cist mitt it htst 
dtsi tsts nd tft Ixk ii tfttt nt Ihtrjn til hiU l.^ht tit 
mji 3)itt t>t v, eK thtnpv imvxl fpttit) n h limit i^. 
tki r nicks fkitot \) tt INI nam jcv ttkjtl' sit tu! 

- ti li t;4 Xt »st ttltt IllM i'tttl dt lit 1 ! - 1 tkd 1 d >~ 

maticaiiv limit ftsflamnsaifon bv internipi.ms* the intiansma- 
ti \ t s t dt t hi i.t « ii- it I fntl 

I here remains a need loc a new phaEniacologic ireamieni 

ii tht St ii >eu u 3111 i td pti -n ! c L il pn bk. 3 s i tlx 1 1 E 
- ,o is st sum ^ss tiiltd \ til tikttttllttk tiis, s. ti.itit.lt 

tt litrii) tl st sts turxist. itn it tl si ists usii nfit ks 
i t l nnpikss i vi h Hit ih r latol isi t d i -i of INI 
3 it _<>fi sts f i M iik Unhibi. _). ttK iK it! tial 1 n 
iht 1 1 4t mtmbtt ilpttt tswlo 3 itsttixl i is Iktt 

- Utiles tlht! lit (oftt 111! I'M biotkt s tR iHttEstpt 

t)tl\f) b pt^ 1 ittd St. iitbit IM RtttE e Iv-Et I tl'i us 

tM Rl) Kht t4tits tint tnnt, sotuhk IM rtttpotx 
( \>V~>~] t in ant/td mofk.tk a! ui )M iph 

i it h n] ts) b ltd i tit pho | h d tstt st 1 (i\ tttf tb r 
tl 1 dotntdt ink^uts tn utht pi ospl txl tsttrtst 1\ 
inhibitors, kianercept or ittlttsnnab mav be used jot the 
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Asaxstcirt Commissioner for Patents 
Washington, D.C. 2 3? 31 



File Mo . ; 
inventor { s } : 
Title: 



Assignee: 



TOBINTCK 3.0-007 (CIP) 
Dr. Edward L. Tob.inick 

TUMOR NECROSIS FACTOR ANTAGONISTS FOR THE 
TREATMENT OF NEUROLOGICAL DISORDERS 

None 



Enclosed herewith are the following documents In the above- 
~ identified application, for a Letters Patent of the United States: 

~ Pages of Abstract x Ver if led Statement for Small Entity Status 

•■" 2 ^ Pages of Specification Declaration, Power of Attorney & Petition 
B 47 Number of Claims Two {2} return -addressed postcards 

Sheets of Drawings {PLEASE PROVIDE FILING DATE & SERIAL NUMBER) 

'-none Assignment for Recording {attached to copv of this letter) 

*~jr_ PETITION TO MAKE SPECIAL; LIST OF PRIOR ART CITED BY APPLICANT; 3 PRIOR ART 
4 ^ PATENTS; FEE ($130 

Check no. <L!^JL_?-in the amount of $753 .00 r calculated as follows: 

Basic Fee (**Large Business S760.00) (*Sraal'i Business $380. 00) $380 .00 

Additional. Fees: 

Total number of claims ^ 
Total number of claims in excess of 20 f „_rJ__ times {**$18){*$9} 2 4 3.0 0 
Number of independent claims 



Number of independent claims minus 3, -- times (**$78)(*$39) 
Assignment recording fee (S40) 
Multiple dependent claims {*-$260} (-$.130} 



$623.00 



TOTAL filing and assignment recording fees 

PETITION TO MAKE SPECIAL FEE 130 .00 

CONVENTION DATE for Appln. NO. '9.9. 

is claimed. 

Priority Document: ^.Enclosed w ill follow 



Respectfully submitted, 
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TOBINICK 3.0-007 (GIF) 

TUMOR NECROSIS FACTOR ANTAGONISTS FOR 
T HE TREATMENT OF NEUROLOGICAL DISORDER S 

RELATED APPLICATION 

This is a continuation-in-part of Application Serial No. 

09/956,388, filed on February 24, 1999. 

FIELD OF THE INVENTION 

The present invention relates to tumor necrosis factor (TNF) 

antagonists or TNF blockers for the treatment of neurological 

disorders, trauma, injuries or compression; or demyelinating 

neurological disorders, including multiple sclerosis. More 

particularly, the TNF antagonists or TNF blockers, with or without 

the concurrent administration of methotrexate or Lef lunomide , are 

used in a new treatment of these disorders by inhibiting the action 

of TNF in the cells of the human body. The use of these TNF 

antagonists or TNF blockers with methotrexate or Lef lunomide 

results in the amelioration of these neurological conditions. 

BACKGROUND OF THE INVENTION 

Neurological disorders due to demyelinat ing disease (e.g. 

multiple sclerosis), immune disease, inflammation, trauma, or 

compression, occur m different clinical forms depending upon the 

anatomic site and the cause and natural history of the 

physiological problem. Common to all of these disorders is the 

fact that they cart cause permanent neurological damage, that damage 

can occur rapidly and be irreversible, and that current treatment 

of these conditions is unsatisfactory, often requiring surgery 
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«.ARATtON FOR PATENT APPLICATION j 
inatj I 

My residence, post office address 3nd citizenship are as stated below next to ray name. 

I believe J am the original, first and sole inventor (if only one name is listed below) or an original, first and joint inventor (if plural 
names 3te listed below) of the subject mailer which b claimed and for which a patent is sought on the invention entitled 
TUMOR NECROS IS FACTOR AN TAGONISTS FOR T HE TREATMENT t hc specification of which 
OF NEUROLOGICAL DISORDERS 
(check onc)x£3t is attached hereto. 

O was Tiled on ■. „ as 

Application Serial No, 



and was amended < 



_ {if applicable). 



1 hereby state that 1 have reviewed and under stand the contents of the above identified specification, including the claims, as amended 
by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to the examination of this application in accordance with Title 37, 
Code of Federal Regulations, § 1. 56(a). 

I hereby claim foreign priority benefits under Title 35, Uoited $tate$ Code, §i 1$ of any foreign applieaiioti(s) for patent or inventor's 
certificate listed below and r»3ve also identified below any foreign application for patent or inventor's certificate having a filing date 
before that of the application on which priority is dawned: 



Prior Fottign App)ication(s) 



Priority Claimed 



(Day/Month/Year Filed} 



(Number) 



(Country) 



(Day/Month/Year Filed) 
(Day/Month/Year Filed) 



Yes No 



1 hereby claim the benefit under Title 35, United States Code, §120 of any United States applications) listed below and. insofar as 
the subject matter of each of the claim;; of this application is not disclosed in the prior United States application in the manner pro- 
vided by thc first paragraph of Title 35, United States Code, §112, 1 acknowledge thc duty to disclose material information as defined 
in Titie 37, Code of Federal Regulations, § 1.56(a) which occurred between the filing date of the prior application and the national 
ox PCT inict national filing date of this application: 



09/256,388 



24 F ebruary 1999 



pendi ng 



(Ap^Tira'tioifScnal NaT"" 



— (SiBttrs—pstwitcdrptrndtng-rsbandorted) 



(Application Serial No,) (filing Date) (Status— patented, pending, abandoned) 

1 hereby appoint she foliowmg attorney^) and/or agcnt(s) to prosecute this application and to transact ail business in the Patent and 
Trademark Office connected therewith: 

Ezra Sutton, Reg . No. 25,770 



Address al! telephone calls to 

Address ail correspondence to . ... 



at iclephortc no. 



. EZR A SU T TON, F.A, 



Plaza 9. 9 00 Route 9 



Jdloj^hrldge.., .Nfea?.„J.e.r.s.fty„.„Q20.^5..„. 



3 hereby declare that all statements made herein of my own knowledge are true and that all statements made on information and 
belief 3*re believed to be ttue; and further that these statements were made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 ot Title 18 of the United States Code and tj ' 
such willful false statements may jeopardize the validity of thc application ot any patent issued ihereOn. 

e of sole or first 
inventor's signature .X <C\ 




Post Office Address 

e of second joint invenn 
Second Inventor's signauii 
Rcs.dence L °S Att ga-Je 



Post Office Address . 



" 1 00" UCLA Medical PI a. 



— Date .. 3^^£5?.. 
rnia 9 0 0 2 4 - 6 9 mvship U n i Z e d . - - C -l— . 5-, .° f . Africa 
Suite 205 



los Angeles , California 90024-6903 



Applicant or Patentee;. 
Serial or Patent No. : 
Filed or Issued 



TUHPR Ngl Tff^ FOR THE ____„ 

: TREATMENT OF FfElJROLOGICAL DISORDERS 

VERIFIED STATEMENT (DECLARATION) CLAIMING SMALL ENTITY 
STATUS (37 CPR i.2{f) AN» 1.27(b) -: INDEPENDENT INVENTOR 

As a below-named inventor, I hereby declare that I qualify as an independent 
inventor, as defined in 37 CPU 1.9{C) for purposes of paying reduced fees under 
Section 41 (a) and <b) of Title 3b, Untied States Code, to the Patent and 

Trademark office with reqard to the invention entitled ^ii^5__d£££££LS — 

' FACTOR AKTACPiUSTS FOR me TREATMENT OF NEUROLOGICAL DISORDER S 

described in: 

[5t ] the specification filed herewith 

[ j Application ferial No. , filed 

J ] Patent No. . issued 

I have not assigned, granted, conveyed, or licensed and am under no obligation, 
under contract or law. to assign, grant, convey, or license, any rights in the 
invention to any person who could not be classified as an independent inventor 
under 37 CFR 1.9(c) if that person had made the invention, or to any concern 
which would not. qualify as a small business concern under 3? CFR 1.9(d) or a 
nonprofit organization under 37 CFR 1.9(e). 



To at P IC-K 
3.0 '001 



Each persor 
conveyed, or licensed 
grant, convey, or lic< 



or organization to which I have assigned, granted, 
>r am under an obligation under contract or law to assign, 
use any rights in the invention is listed below: 



{ xj no SUC h person, concern, or organization 

{ } persons, concerns, or organisations listed below* 

*HOTE: Separate verified statements are required from each named person, 
concern, or organization having right3 to the invention averring 
to their status as small entities, (37 CFR 3.27} 



I j INDIVIDUAL [ } SMALL BUSINESS CONCERN 



j NONPROFIT ORGANISATION 



3 INDIVIDUAL""" £ 3 SMALL BUSINESS CONCERN { ) NONPROFIT ORGANIZATION 



[ 1 INDIVIDUAL [ 3 SMALL BUSINESS CONCERN { ) NONPROFIT ORGANISATION 

I acknowledge the duty to file, in this application or patent, notification of 
any change in status 'resulting in loss of entitlement to small entity status 
prior to paying, .or at the time of paying, the earliest of the issue fee or any 
<«a int«n*nce fee due after the date on which status as a small entity is no longer 
appropriate. (37 CFR 1.28(b)) 

I hereby declare that all statements made herein of my own knowledge are true and 
that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false 
statements <s«d the like so made axe punishable by fine or imprisonment, or both, 
under Section 1001 of Title 18 of the United States Code, and that such willful 
false statements may jeopardize the validity of the application, any patent 
issuing thereon, or any patent to which this verified statement is directed. 



L. TOB I&ICK 



NAME OF ItJVE! 



. Arthur .larome TO-S1N I CK 
NAME OF INVSE^TOR 7 I 



IE OF INVENTOR 



S i gna ture of I n4en tor S^gMture of I^ntor Signature o£ Inventor 

3--^'? . Z~^o^ 



TOBINICK 3.0-007 (CIP) 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re patent' application of: 
DR. EDWARD X. TOBINICK, et al 

Serial No. 

Piled: 

For: TUMOR NECROSIS FACTOR 
ANTAGONISTS FOR THE 
TREATMENT OF NEUROLOGICAL 
DISORDERS 



Group Art Unit 
Examiner 
March 23, 1999 



Assistant Commissioner for Patents * 
Washington, D.C 20231 

PETITION TO MAKE SPECIAL 
(MPEP Section 708.02) 

Sir: 

Applicant hereby files this Petition to make special this 
application for purposes of examination and payment of the issue 
fee, on the grounds of a pre -examination search. Applicant also 
submits the petition fee. 

The application presents claims directed to a single 
invention. In case the Examiner believes that there is more than 
one invention, applicant hereby elects without traverse Claims 27 
to 47. 

SE&RCH AREAS 
8 

A pre -examination seaScfij was made of the records of the U.S. 
Patent Office by applicant's attorney, Ezra Sutton. The field of 
search included Class 424 ,§Subclasses 8S.1, 133.1, 134.1, 143.1, 



144.1, 145.1, and 158.1; Class 435, Subclasses 69.1, 69.7, 172.3, 
and 240.27; and Class 530, Subclasses 350, 351, 387.1, 387.3, 

388.2, 388.23, 388.4, 866, and 868. Also, a computer search was 
performed using the terms TNF and tumor necrosis factor. 

INVENTION SEARCHED 
A method for inhibiting the action of TNF for treating 
neurological conditions in a human by administering a TNF 
antagonist for reducing damage to neuronal tissue or for modulating 
the immune response affecting neuronal tissue of the human . The 
TNF antagonist administered is selected from the group consisting 
of etanercept and infliximab. The TNF antagonist is administered 
subcutaneously, intravenously, intrathecally, or intramuscularly. 

Methotrexate or Leflunomide may be administered concurrently 
with the TNF antagonist for demyelinating diseases and certain 
other neurological disorders. 

PATENTS SELECTED IN SEARCH 
U.S. Patent Kos . : 5,605,690 
5, 656,272 
5,795,967 

A copy of each patent is enclosed, 

DISCUSSION OF PATENTS 

U.S. Patent No. 5,605,690 discloses using TNF antagonists to 
suppress TNF - dependent inflammatory diseases, such as arthritis. 
However, this reference does not disclose 'treating the specific 
neurological disorders claimed in the present application. 



2 



U.S. Patent No. 5,656,272 discloses using TNF antagonists to 
treat Crohn's disease. However, this reference does not disclose 
treating the specific neurological disorders claimed in the present 
application. 

U.S. Patent No. 5,795,967 discloses using TNF antagonists to 
treat certain autoimmune diseases, such as arthritis, systemic 
lupus, and Crohn's disease. However, this reference does not 
disclose treating the specific neurological disorders claimed in 
the present application. 



None of the prior art patents disclose or teach the specific 
subject matter recited in independent Claims 1 or 27, or render 
them obvious. Accordingly, this Petition should be granted. 



CONCLUSION 



Respectfully submitted, 
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fcRATION FOR PATENT APPLICATION Jfe Docket No. TOBINIC K 

_ 3.0-00 

As a below named inventor, I hereby declSW - 

My residence, post office address and citizenship are as stated below next so my name. 

1 believe i am the original, first and sole inventor {if only one name is listed below) or an original, first and joint inventor (if plural 



names ate listed below) of the subject matter which is claimed and for which a patent is sought on the invention entitled 
TU MOR NECROSIS FACTOR ANTAG ONISTS FOR TH E TREATMENT the specification of winch 

OF NEUROLOGICAL DISORDERS 
(check one) ® is attached hereto. 

□ was filed on „ as 

Application Serial No. — 

and was amended on „ fif applicable). 

1 hereby slate that J have reviewed and understand the contents of the above identified specification, including the claims, as amended 
by any amendment referred to above. 

I acknowledge the duty to disclose information which is materia! to the examination of this application in accordance with Title 37, 
Code of Federal Regulations. § 1.56(a), 

I hereby claim foreign priority benefits under Title 35, United States Code, §5 19 of any foreign apphcatioti(s) for patent or inventor's 
certificate listed beiow and have also identified below any foreign application for patent or inventor's certificate having a filing date 
before that of the application on which priority is claimed: 

Prior Foreign Applications) Priority Claimed 



(Number) 


(Country) 


(Day/Month/Year Fifed) 


Yes No 


(Number) 


(Country) 


(Day/ Month/ Year Filed) 


Yes No 



^ (Number) (Country) (Day/Month/Year Filed) Yes No 

thereby claim the benefit under Title 35, United States Code, §120 of any United States applications) listed beiow and, insofar as 
jtite subject matter of each of the claims of this application is not disclosed in the prior United States application in the manner pro- 
/wiled by the first paragraph of Title 35, United States Code, §112,1 acknowledge the duty to disclose material information as defined 
'iti Title 37, Code of Federal Regulations, §1. 56(a) which occurred between the filing date of the prior application and the national 
\&r PCT international filing date of this application: 

^Application Serial No.) (Filing Date) (Status—patented, pending, abandoned) 



^Application Serial No.) (Filing Date) (Status—patented, pending, abandoned) 

flhereby appoint the following attorney^) and/or agent(s) to prosecute this application and to transact all business in the Patent and 
j|rademark Office connected therewith: 

S Ezr a Sutt on, Re g. N o. 25,770 _____ 

Address all telephone calls To _ at telephone no. ...____X"7 32JI£14=Jl5.2.G 

Address all correspondence to ..... 

EZR A SU TTON t P. A. 



Pla za 9, 900 Route 9 



...MoMbrldge , N eu._ J.e.r.&e.y-j Q2Q9.5— 



1 hereby declare that all statements made herein of my own knowledge are true and that all statements made on information and 
belief are believed to be true; and further that these statements were made with the knowledge that willful f3.1se statements and the 
like so made are punishable by fine or imprisonment, or both, under Section HX)1 of Title 18 of the United States Code and that 
such willful false statements may jeopardize the validity of the application or any patent issued thereon. 



Full name of sole or fiis^iimntOE4-X±^j^ TOBINICK . 

inventor's signature TM^^^r.. Da«TX_Mi^^L5Jxj5il 

Residence Los Aifqeles, Calxfbrnia . __^Q2A=j^ftlienship UajJ-.eri &tajuas--o£-&»arica 

Post Office Address \H 0 UCX*A Me dica 1 Pi aza , Suite 205 _ 

ZjtoKjbmMlS&s-JC^^ — 

Full name of second joint tnv^hifMy _J9K? :Tt[^, > M;/^ 

Second Inventor's signature L^^Mj^^^^=s£^&^^^^ Dale ...jfei^ 



Residence /.ft 5 /Wfclfo, C>Uft4uA ^QC&t-ffip? Citizenship ._ULS&_ 

Post Office Address _i^....L£(^JKS^ 



< iniflnnancn >i«t Mjoiturt for i) 



Applicant or Patentee; Or- Edward L, TOBINICK / J f Attorney ' s 

Serial or Patent No. ; "" Docket No.; 

Filed or issued; tobinick 3.0-00 7 

Title: i T UMOR NEC R O S IS FACTOR ANTAG O NI S T S F OR T HE 

TREATMENT OF NEUROLOGICAL DISORDERS 
VERIFIED STATEMENT (DECLARATION) CLAIMING SMALL ENTITY 
STATUS (37 CFR 1.2(f) AND 1.27(b) -. INDEPENDENT INVESTOR 

As a below-named inventor, I hereby declare that I qualify as an independent 
inventor as defined in 37 CFR 1.9(c) for purposes of paying reduced fees under 
Section 41(a)' and (b) of Title 35, Untied States Code, to the Patent and 

Trademark office with regard to the invention entitled TUMOR NECROSIS 

FACTOR ANT AG ON X STS FOR TH E TREATMENT OF NEUROLOGICAL DISORDERS 



__described in: 



J X ] the specification filed herewith 
Application Serial No. 



| J Patent No. , issued„ 



I have not assigned, granted, conveyed, or licensed and am under no obligation, 
under contract or law to assign, grant, convey, or license, any rights in the 
invention to any person who could not be classified as an independent inventor 
under 37 CFR 1.9(c) if that person had made the invention, or to any concern 
wpich would not qualify as a small business concern under 37 CFR 1.9(d) or a 
nonprofit organization under 37 CFR 1.9(e). 

Each person, concern, or organisation to which I have assigned, granted, 
conveyed, or licensed or am under an obligation under contract or law to assign, 
g;sant, convey, or license any rights in the invention is listed below: 

j [X ] no such person, concern, or organization 

"5 ( ] persons, concerns, or organizations listed below* 

■A *NOTE: Separate verified statements are required from each named person, 
~ concern, or organization having rights to the invention averring 

11 to their status as small entities. (37 CFR 1,27) 



I } INDIVIDUAL t ] SMALL BUSINESS CONCERN £ } NONPROFIT ORGANIZATION 



[ ] INDIVIDUAL ( J SMALL BUSINESS CONCERN f ] NONPROFIT ORGANIZATION 

FULL NAME ; ■ 

ADDRESS 

[ } INDIVIDUAL [ ] SHALL BUSINESS CONCERN ( j NONPROFIT ORGANIZATION 

I acknowledge the duty to file, in this application or patent, notification of 
any change in status resulting in loss of entitlement to small entity status 
prior to paying, or at the time of paying, the earliest of the issue fee or any 
maintenance fee due after the date on which status as a small entity is no longer 
appropriate. (3? CFR 1.28(b)) 

I hereby declare that all statements made herein of my own knowledge are true and 
that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, 
under Section 1001 of Title 18 of the United States Code, and that such willful 
false statements may jeopardize the validity of the application, any patent 
issuing thereon, or any patent to which this verified statement is directed. 



Dr. Edwar d L. T OSIMICK AftTH^ Jfft^t Tcg^ng: 
NAME OF INVENTOR ~ NAME OF INVENTOR NAME OF INVENTOR 

3&&j$L£. 

Signature of Inventor Signatujire of Inventor Signature of Inventor 
Sates 5 Date Date , 



SERIAL NUMBER 


FILING DATE 


CLASS 


GROUP ART UNIT 


ATTORNEY DOCKET NO. 


09/256,388 


02/24/99 


514 


1614 


3.0-00? 



z EDWARD L. TOBINICK, LOS ANGELES, CA. 



**CONTINUING DOMESTIC DATA* ******************** 
VERIFIED 



**371 (NAT'L STAGE ) DATA****** ************** * 
VERIFIED 



* * FORE IGN APPLI CAT IONS** ********** 
VERIFIED 



IF REQUIRED, FOREIGN FILING LICENSE GRANTED 03/15/99 ** SMALL ENTITSf ** 



For&iart Priority claimed Oyes Ono 

35 USC 1 1 9 {a-d> conditions met Qyos pno LllVtet after Allows nee 


STATE OR 
COUNTRY 


SHEETS 
DRAWING 


TOTAL 
CLAIMS 


INDEPENDENT 
CLAIMS 


Verified sr«d Acknowledged 


CA 


0 


24 


1 



EZRA SUTTON 
$ PLAZA 9 ROUTE 9 
g WQODBRIDGE NJ 07095 



TUMOR NECROSIS FACTORS ANTAGONISTS FOR THE TREATMENT OF NEUROLOGICAL 
«j DISORDERS 
1= 



FEES: Authority has been given in Paper 

No. to charge/credit DEPOSIT ACCOUNT 

NO. for the following: 



All Fees 

1.16 Fees (Fifing) 

1.17 Fees {Processing Ext. of time} 

1.18 Fees (issue) 
Other _ 

□ Credit 



A^ a beiow named i 



Exhibit 14„Pages4 S- 4? fr oi»Pl leBi story_09 - 2 56 S8 8 .pelf 
DECLARATION FOR PATENT APPLICATION 
sites, 1 hereby declare that: 



Doc*e. No. ..TOBINICK 

3.0-007 



My residence, post office address and c 



■ as. stated beliw 



c> my r 



3 believe I am the original, first and sole inventor (if only one name is listed below) or an original, first and joint inventor (if plural 
names are listed below) of the subject matter which is claimed and for which a patent is sought on the invention entitled 

TUMOR NECROSIS FA CTOR ANTAGONISTS FOR THE TREATMENT the specification of winch 

OF NEUROLOGICAL DISORDERS 
(check one> §3 is attached hereto. 

□ was filed on „™_ — as 

Applie: 



(if applicable). 

1 hereby state that 1 have reviewed and understand the contents of the above identified specification, including ihe claims, as amended 
by any amendment referred to above. 

I acknowledge the duty to disclose information which is materia! to the examination of this application in accordance with Title 37, 
Code of Federal Regulations, §1. 56(a). 

i hereby claim foreign priomy benefits under Title 35, United States Code, §1 19 of any foreign application^) for paten! or inventor's 
certificate listed below and have also identified below any foreign application for patent or itivemor's certificate having a filing date 
before that of the application on which priority is claimed: 



Prior Foreign Application^ 



Priority Claimed 



(Day/MomhA'ear Filed) 



(Number) 



(Country J 



I Day/Month/ Year Filed) 
{Day/ Month/Year Filed) 



jfcjhereby claim the benefit under Title 35. United States Code, §120 of any United States application^} listed below and, insofar as 
tifc subject nutter ol each of the damn ol this application is not disclosed m ihe prior United States application in the manner pra- 
;«ded by the first paragraph of Title 35, United States Code, §112, 1 acknowledge the duty to disclose material information as defined 
iti Title 37, Code of Federal Regulations, § 1. 56(a) which occurred between the filing date of the prior application and the national 
ior PCX international filing date of this application: 



(Status—patented, pending, abandoned) 



/$ Jiereby appoint the following, attorney(s) and/or agent(s) to prosecute this application attd to 
trademark Office connected therewith: 

Jj Ezra Su.Lt.on> Reg. No. 25,770 



patented, pending, abandoned) 
business in the Patent and 



Address all telephone calls to ._ 
Address all correspondence to 



L7'32X;...6 l 34^35.2£L.... 



.. EZRA SUTTON , 
Plaza 9, 90.0...R_Q.u£..e.....3.... 



...W.o.Q.d.bxI.dge^„iJa»_J.e.r.s.e.y....X!.7..Q.9.5.... 



1 hereby declare thai all statement;; made hetein of my own knowledge are true and that all statements made on information and 
belief are believed to be true; and further that these statements were made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both under ^tctiot! 1001 of Title 18 of the United States Code and that 
such willful false statements may jeopardize the validity of the application or any patent issued thereon. 



ingeles. Vjali'f 



Dr . Edward I, . TOBISICK... 



Full name of sole o 
Inventor's signature 

Residence Lo s Ai^qeles , "Cai 1' f b r nia, 9..Q.Q2J.r^.'tMtiienship 

Post Office Address _J^L^^„M^£^^^^l Suite. .2.0.5 



Date . 

~ 5 m 



x fw-vw''a[ZLi;;L. 



L^QilMge leg. ,0a 1 i, f o rni fl q Q n 2 4 - G 9 0 ? 



Pull name of second joint inveojoK if 
Second Inventor's signature UStiidti-. 

Residence U±i:±?:f} . CA± 

Post Office Address !.c?£ 



- Dale ••'•^-••7 



^...:to:t".H?2 citizenship ....L'S^.. 



''U^'/Wl^y (A< . i fr^J\"''qcc&H -"g?qf "" 



LAW OFFICES 

Ezra Sutton, P. A. 



\«»====g|4&A SUTTON* 
^^S^ERT A. CR.EEN 



VOODSfUDCE. NEW JERSEY O70S5 

February 24, 1999 
BY EXPRESS MAIL 



<73?> 634-3520 
CABLE: TRADEPAT 
FAX: (732) 634-3511 



Assistant Commissioner for Patents 
Washington, D.C. 20231 



File No. : 
Inventor { s ) : 
Title: . 



TOBINICK 3-0-007 

Dr. Edward L. Tobinick 

TUMOR NECROSIS FACTORS ANTAGONISTS FOR 
THE TREATMENT OF NEUROLOGICAL DISORDERS 

None 



UDear Sir: 

fy 

yl Enclosed herewith are the following documents in the above- 
^identified application fox" a Letters Patent of the United States: 



_Pages of Abstract 



^Verified Statement for Small Entity Status 



pages of Specification Declaration r Power of Attorney & Petition 
*T '24 NumbeR.of Claims Two (2) return-addressed postcards 

Sheets /of Drawings { PLEASE PROVIDE FILING DATE & SERIAL NUMBER) 

Wf~ Assignment for Recording {attached to copy of this letter) 



^heck No. 



in the amount of $416 . 00 



calculated as follows : 



^Basic Fee (**Large Business $760.00) (*Small Business $380.00) $.3.B O... .Q.O 
Additional Fees: 

Total number of claims 24 

Total number of claims in excess of 20, A times (**$18) (*$9) 3 & . q q 

Number of independent claims I 

Number of independent claims minus 3, -- times { **$78) { *$39 ) 

Assignment recording fee {$40) -~ 

Multiple dependent claims {**$2 60) {*$130} _ =s ^„™ 



TOTAL filing and assignment recording fees 



CONVENTION DATE 

is claimed. 

Priority Document: 



ES/ jmt 

Enclosures 




_ for Appln . No. 

Enclosed Will follow 

pectfuJlly submitted, 



EZRA SUTTON, Reg No. 25,770 



• TOBINICK 3 .0-007 



TUMOR NECROSIS FACTOR ANTAGONISTS FOR 
THE TREATMENT OF NEUROLOGICAL DISORDERS 

FIELD OF THE INVENTION 

The present invention relates to tumor necrosis factor {TNF) 
antagonists or TNF blockers for the treatment of neurological 
disorders, trauma, injuries or compression; or autoimmune 
neurological disorders. More particularly, the TNF antagonists or 
TNF blockers are used in a new treatment of these disorders by 
inhibiting the action of TNF in the cells of the human body. The 
use of these TNF antagonists or TNF blockers results in the 
amelioration of these neurological conditions. 

BACKGROUND OF T HE INVENTION 

Neurological disorders due to demyelinating disease, immune 
disease, inflammation, trauma, or compression, occur in different 
clinical forms depending upon the anatomic site and the cause and 
natural history of the physiological problem. Common to all of 
these disorders is the fact that they can cause permanent 
neurological damage, that damage can occur rapidly and be 
irreversible, and that current treatment of these conditions is 
unsatisfactory, often requiring surgery and/or the use of 
pharmacologic agents, which are often not completely successful. 

These neurological conditions include acute spinal cord 
trauma, spinal cord compression, spinal cord hematoma, cord 
contusion {these cases are usually traumatic, such as motorcycle 
accidents or sports injuries) ; nerve compression, the most common 
condition being a herniated disc causing sciatic nerve compression, 



UNITED STATMtoEPARTMENT OF COMMERCE 
Patent and TraSsnark Office 

Address: COMMISSIONER OF PATENTS AND TRADEMARKS 
Washington, D C 20231 



[ APPLICATION NO j FILING DATE j 



[ ATTORNEY DOCKET NO, | 



first named inventor 



r 



HM 12/ 0927 



EZRA SUTTON 
PLAZA 9 ROUTE 9 
WGODBR I DSE N J 0 7 0 95 



1 



PAPER NUMBER 



DATE MAILED: 



Please find below and/or attached an Office communication concerning this application or 
proceeding. 

Commissioner of Patents and Trademarks 



PTO-30C ptav S/8S) 



1- Fife Copy 



Notice of Abandonment 



Application No. 
09/256,388 



WiJKarr* R. A. Jarvis 



Group Art Uni 
1614 



This application is abandoned in view of: 

□ applicant's faiiure to timely fife a proper response to the Office Setter mailed on 
O A response {with a Certificate of Mailing or Transmission of _ 



) was received on 



, which is after the expiration of the period for response (including a total extension of time of 
_ monthis)} which expired on . 

, but it does not constitute a proper response to the final 



0 A proposed response was received on .... 

rejection. 

{A proper response to a final rejection consists only of; a timely filed amendment which places the application in 
condition for allowance; a Notice of Appeal; or the filing of a continuing application under 37 CFR 1 ,62 (FWC». 

□ No response has been received, 

□ applicant's failure to timely pay the required issue fee within the statutory period of three months from the mailing date 
of the Notice of Allowance. 

J was received on , 



□ The issue fee {with a Certificate of Mailing or Transmission of 

□ The submitted issue fee of $ is insufficient. The issue fee required by 37 CFR 1.18 i$ 

□ The issue fee has not been received. 

-□ applicant's failure to timely file new formal drawings as required in the Notice of Allowability. 

D Proposed new formal drawings {with a Certificate of Mailing or Transmission of 

received on ■ 



□ The proposed new forma! drawings filed 

□ No proposed new formal drawings have been received. 



_ are not acceptable. 



□ the express abandonment under 37 CFR 1.62(g) in favor of the FWC application filed on _ 



SXj the Setter of express abandonment which is signed by the attorney or agent of record, the assignee of the entire 
interest, or all of the applicants. 

□ the letter of express abandonment which is signed by an attorney or agent {acting in a representative capacity under 
37 CFR 1.34(8}} upon the filing of a continuing application. 



□ the decision by the Board of Patent Appeafs and interferences rendered on 

for seeking court review of the decision has expired and there are no allowed claims. 

G the reason(s) below: 



Notice of Abandonment 



and because the period 




tfHUAM JARVIS 
PRIMARY EXAMINER 
ART UNIT 1614 



Part of Paper No. 



#3 



Sent By: EZRA SUTTON Esq/ DAVID DAVIS Esq; 732 634 3511; Sep-16-99 3; 59PM; 



LAW OFFICES 



Ezra Sutton, P. A. 
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E2R.A SUTTON" WOO&fiAIDGfc, NEW JERSEY oroBS PA TENTS 
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A. 

DAVID L &AVJS 

jcpFaeY i. kaplan Date _ 



/ . TRAD£MAR«Ji ^""^ / 

(732) 63^-3520 / f 

/ r ................ ca.bc 8 1 tradepat 

FAX, <?3^ «» 



-7ol~ sob -~pf*Y 
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1-732-634-3511 



PHONE J 1-732-634-3520 
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CORRECTION OF PATENTS 



1481.03 



(nti I triilled to a filing ik- as <et foith m 1 1 *\bs .^r 
§ t 53(d) and include che basic tiling fee set forth in § 1.16; or 

( iv) Entitled to a fiHfig date as set: forth it) § 1 .53(b) and 
have paid therein the processing and retention fee set forth in 
§ 1 .21(1) -within the time period set. forth it) § 1.53(0- 

(2) fxeept for a continued prosecution application filed 
trader § 1.53(d), any nonprovisiona! application claiming the ben- 
efit of one or more prior filed copending nonprovisionai applied* 
tiotis or international applications designating the United States of 
America must contain a reference to each such prior application, 
identifying it by application number (consisting of the series code 
and serial number) or international application number and inter- 
national filing dale and indicating the relationship of the applica- 
tions. Unless the reference required by this paragraph is included 
in an application data sheet t§ !,7o). the specification must eon- 
lain or be amended to contain such reference in the first sentence 
following any title, The request for a continued prosecution appli- 
cation under § 1.5.3(d) is ihe specific reference requited by 
35 U.S.C. 120 to the prior application. The identification of an 
application by application number under this section is Ihe spe- 
cific reference required bv 35 U.S.C. 120 to every application 
assigned that application number. Cross-references to other 
related applications may be made when appropriate (see 
§ 1 ■ Wfai). 

(3) A nonprovisionai application other than for a design 
patent may claim an invention disclosed tn one or more prior tiled 
copending provisional applications. In order tor a nonprovisionai 
application to claim the benefit of one orntoie poor filed copend- 
ing provisional applications, each poor provisional application 
must, name as an inventor a!, least, one inventor named in the later 
filed not i provisional application and dolose fhe named inventor's 
invention claimed in at least one claim of the later filed noixprevi- 
sienal application in the manner provided by the first paragraph of 
35 U.S.C. 112. In addition, each prior provisional application 
must be entitled to s filing date as set forth in § l.53(cj, .have any 
required English-language translation Hied therein, within the time 
period set forth in § 1.52(d).. and have paid therein the basic filing 
tee set forth in § l.Jfi(k) within the time juried set forth in 

f'4i Any nonprovisional application claiming the benefit 
of one or more prior .tiled copending provisional applications must 
contain a reference to each such prior provisional application, 
identifying it as a provisional application, and including the provi- 
sional application number (consisting of series code and serial 
number). Unless the reference required by this paragraph is 
included tn m .tj<p!u anon cltta slice! ^ 1 the *pcuiuahon 
must contain or he amended to contain such reference in the first 
sentence following any title. 



Under ccrtatn conditions specified beiow; a Certifi- 
cate of Correction can be used, with respect to 
35 U.S.C. 120 and 15 9(e) priority, to correct: 



(A) the failure to make reference to a prior 
copending application pursuant to 37 CFR 5.7Ss(a)(2) 
and Ui}(4): or 

(B) an incorrect reference to a prior copending 
application pursuant to 37 CFR 1 .78(a)(2) and (a)(4) 

For ail situations other than where priority is based 
upon 35 U.S.C. 365(c), the conditions are as follows. 

(A) for 35 U.S.C. 120 priority, all requirements 
set forth in 37 CFR F7S{a)(l ) must have been met m 
the application which became the patent to be cor- 
rected: 

(B) for 35 U.S.C. 1 19(e) priority, all requirements 
set forth it) 37 CFR 5 .78(a)(3) must have been met in 
fhe application which, became the patent to be cor- 
rected; and 

(C) it must be clear from the record of the patent 
and the parent application^) that priority is appropri- 
ate. See MPEP £ 205.11 for requirements under 
35 U.S.C. 11.9(e) and 120 

Where 35 U.S.C. .120 and 365(c) priority based on 
an international application is to be asserted or cor- 
rected in a patent via a Certificate of Correction, the 
following conditions must be satisfied: 

(A) all requirements set forth m 37 CFR 
5. 78(a)(1) must have been met tn the application 
which became the patent to be corrected; 

(B) it must be clear from fhe record of the patent 
and the parent applications ) that priority is appropri- 
ate (see MPEP§ 201 II ); and 

(C) the patentee must submit with fhe request for 
the certificate copies of documentation showing des- 
ignation of suttes and any other information needed to 
make it clear from the record that the 35 U S.C .120 
priority is appropriate. See MPEP § 201.13(b) as to 
the requirements for 35 U S.C. 1.20 priority based on 
an international application. 

If all fhe above-stated conditions are satisfied, a 
Certificate of Correction can be used to amend the 
patent to make reference to a prior copending applica- 
tion, or to correct an incorrect reference to the prior 
copending application. Note in rv Sciiuurx. 218 USPQ 
443 (Comnrr Pat. which suggests that a Certif- 
icate of Correction is an appropriate rented} for cor- 
recting, in a patent, reference to a prior copending 
application Also, note //; n- Lambtrch, 202 USPQ 
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<S20 (Comui'i Pat !«7M. oiling hi ix ttv Luh'aK 
1X7 l\SPQh7l (Comm j Pat 

li am of the ahoxe-stattd conditions is, not vitis.- 
ilovl. the tilmu of a reissue application <ste Ml HP 
^ 1401 - ^ !4t)0) would be appropriate to ptusuc the 
desired collection of the patent 

/i. \pplhiUwn\ filed on or After November 

29. 2000 

Fot application^ filed on oi aikt \o\ unlxi 2 K f 
2000. the \ersion of 37 OR I "X rep t educed bolo« 
applies (note that amendment.* to ,>7 ( FR i 7M took 
effect on Vnunbet ?M 2000. December 2X 200 h 
Mas i. 2co3. Iamiat\ 21. 2oo4. Sepfembei 2L 2004. 
[Xtvmkt K. 20(4. * juK L 20l^\ ,wd November 
25. 2005<). 

.i" i '} *i > "v { ' t )>7niy Vre '? «/ a.ViV* /(Vmo <'i/e 

Ct iss-YVfi' /t Cs fi i ! ; MT ((' O i u!k\L 

tat 1 1 A. i .ntpio> Monal app nation or tine rational appka- 
ton dctsmaimg lie Untied States Ante te, n .i\ dattn < * 
invention disclosed m one oi more prtoi"4iled copending notipro- 
\i lonai phuftmns m j itcnutifj af a >pl uitioii) designating die 
United States o:t America, In order tor an application 10 claim tne 
be to tit <t prior- tied i. upend ne. i >nipu» Monal appl cation or 
ttettk tion. t app tu iion des ;!(iijtms> the I nttcd St< tcs oi \i iet- 
lu tMifi m- u -hied < ppfieai o i mfii n< if.ii in mseniot .it tea,! 

0 ic mentoi nailed hi the l,riet-filed apphsc lion < id .Wloso i ic 
tamed in\ento s tnu'tfun ckttmul n rt tutsi one clam o! iht. 

tied app ttation n tie mat er prodded h\ t le iw \tt,i- 
u.ipiuf > ; t <!i in iikiiliun e.td pnui-"!ed,ip lutui 

Hiiist l>e: 

i t \ti micro, tto wl -tpp uut on eniitle<l to j tllutc dale 
j i acc<»di» « tl VI \itKk' ] < d i es u < lit „Ml o tfit ted 
Mates of America: or 

(ii) 1-ttlitJed to a tiling date as set forth >n S ! .53fb)<w $ 

1 <>oJi.mdlu\e Wtlietvtt dteKisu fittt^ w-vt «ithm< ! to 
\\:tb:i; the jxnclencv t>{ Uie siypbcattaa. 

(.2 tin i \i.epl to i (.untuned j io->a.i)1io i .tpj luioi 
tiled under s 1 53; dl any tioriprovisH>nal application, or interna- 
t ooal apjiJica1)on Jts-tj, .tit g titt t 'sttled Staio- > t Aote uitb n- 
m& the benefit ot one or more pnor-nled eopendinp 
not pro%t- « im appln-alK't ^ oj jjiteit auonat d plications dcMEttal- 
itis> t hz rutted St. te~- ot \tt et c.t t tu>t u'ntai i>i ki iticndu! b> 
uiiliii. rctetttice to eici ,iw.h p or-filed . pilt^.ttton fdeviiX- 
««t tt ov itpniieation tiunibei (eonsislitts ol the ssenes code and 
seiu nu ibeit or mtcnutiotul .tppth-dtum uumbe and mlertu- 
tional rmtig date and utdicatitig the retauonship or the anpuca- 
totu Crosvrek-rcm.t.tootlie k-Ij1oJ . pphml on, na\ benu<le 
"wtien anpropnaie t«ee <} 1 . f 4 >. 

on I his reference must be submitted during the pen- 
deno oi !ht .attt-ttledapplk sfior Itthctatci tkxlappt c.itton ■< 
.tt jpp!Katt< it fled nndci >fl Itluo, t! is leiereme must 
a)* tx. -ithni tted \, tit n the Lttct ot tout ti v tit is. tro ti the .tutui 



ttltttu date oft! c lite -ti cd apph^ition o -tstct-tt mi uh< trotn the 
fit ns, d.tte o the . r-f ltd ap hcabo i t tl e la1es-f kd ,ipp tca- 
ty. t is a itonpn \ imoiwI ap tic nun ulu.li ertetcd tu ikhoiwl 
slaet 1 lot < i tcntatsoit.it .pp jetton atlcr to lph.tote with 
^t S ! ' 1 tins jLlerente i us) i so tie sti mtHtd v\ 1 1 « t ic 
later ot four ntonins Ixorti the dare on whten the national stage 
LOtm it seed u idci ^ t s C s- 1 { b) ui (Hn the 1 rier- tied inter- 
nal ooal appht. tton m s \iee mo ith- dot tht tt n$i date oi the 
pttoi tied appi c.rtton TiessC tme pi nod* .ire not e\kndsb!e 
i M.ept as pio\ ded ti \ anigiaph uO ot ihis soctto i, the Lnlutc 
to tjitic s suhni t tht te titnte requited h, >~ l r Si IZ{> aid 
rxiragraph t,i\;si j of lhi< si.\ti.nt t, >.ot vdt-rcd >i wjivot o' <m\ 
hentM tmdet 120 52! o ^tstoio s.uth xoi-hbt 

.tp>ltcattoi !} c tune per < <js u tht, p iijguph >i lotdpph if the 
kter-tned apphcittHsn ts: 

(A) An application tor a design patent; 

i B t An appkatton fk-d u iJei is H H (. t ll ( j > 
bete November 29. 2iM0: or 

tt t A i otip o\ it to ul a >j IkvitKHi \\Iik i ei tctt\t tlte 
nat ooal st.wc a tto soot ^h,mtt w tth " n S t s" i f o it , n mtti- 
natuut ) pin-tlion t"Ud ondit ^ V SO >(>3 Ix-toie Ko\titKr 
29, 2000. 

Uiot! the liiter-lileil apniication is a nonprovtsionii! 
applttattiin the reeteiut' ituitted K tits paitisitipl n list be 
tnemdet! nt an application data sheet s^s ! .7(> i or ihe sjieciiicatton 
innst to itai i oi be a itettded ti ^oi hiti sttt! re eieute ui the 1 1 t 
sernenceisi loiiowmg ttie tttie. 

uv) The reo'tiest tor a continned prosecution applica- 
tion mtdei s 5 it U i v> t e spetiflt iefetente txjuued b\ 
?i ! s C \A> to t ic pnoi-ttlfd a 'phut 1011 lie identtf L ihon u 
,» ap^s.itto l« ap itt.bo ) nt mhei u do t «s sett > n is 1 to 
identtfttt fion oi eun appi c.rtton j^itned hat jppheitioti num- 
be i eeessa \ u a t ec tic re etente tetjuired 1 \ \s V s C Uo to 
even- such appi.icalton assteiteil thirt apoiication number. 

t <t If ne lefeteive itt utted bv ^ 1 N C l; ( > ami pirj- 
craplt ta it 2 1 of this >t'ttiott i> piescttied aJtei lite tu te jvi > d pro- 
vided bv paragraph <8*2kr) ol this section, the claim under 
" S St 1_0 121 o IVHii t te bet e tt ot a xsoi-~iled 
i o| tudtnc t onpun istonai dpphianon 1 1 i rtematu n it appi cation 
deuiiiiattiif. the I rated States of Ante! tta u a\ i e attepted 1 the 
re t cute tdent isms Hie p loi-f icd ippl i iiioi K appit.itton 
ttunti ei ot nte national app itat on ut mlvi and tnternat > ua fil- 
ing date was tiitnuenttonallv tietaved. A petition to accept an untn- 
tetttiott if h de! ^ ed Jai n nude ^ v S C 1 2tt 21 o ^wt 1 1 f< r 
tne tjeiient ot a j>rtor-l)tea appiicatioit must, be accompanied bv: 

i. > 1 he eteieiice re. u led t>\ ts I s C 1 2fi a id pn i- 
ap ia)(2i of this <aion lo t! e 1 > r- tiled a phcat!> u tnles> 
previously suhnntied: 

i 1 Hit sui J, gesot lortlti s^lbli and 

U»j A stateraeru timt ihe entire detav tjeiween tite date 
t ic clnm «a due niuiet pvirayraph ( alt2 1 ti ! 0 ' til s v ri tion at A 
tlit dtte tfte tfa ui nys ded was it mutational ! he ! > icUot it jv 
icijutiv < dditto id I m tt.Jitn.it ton where thete is a queslto 1 whtt let 
tne delsv was unintentional. 

1 4 1 A nonp o\ isio ra! ap})lu atu t ofhet than tor a den^it 
patctil 01 an u tcrnattoiu! ap >ltc ition de? twnatt ig t! e r nied 
SUtcs ol rue K,i ua, tlani <n uivcut v ti >ns.tlo-!cd in one o 
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i tore pnoi- tied uiotut <i iphi ittoi s In order toi in.pphi.a~ 
Uoti 10 claim ihe benefit 01 one or more prior-Hied mo visional 
l»3 1 atior 1 <\ii to -tiled Tinier J pi catior 3 ust n rot- 
as 10 1 tve to . t east one uneiitoi n. ntud it lie Lite -( ed . sp 1- 
ta 1011 iiid d sdo,e t ie 3iiued mu 3fo , 1 \e itioi cl< lined tn il 
east out e aw of t e iate -ft ed application m t! e nun ei pio- 
tided « the tst pa api u ^ t ^f' !t_ hi iddthoii e.td 
pool- tkif pun sto ial . p ' c it o t bu entitled to i bng d tie 
as su oitl 11 J i 1 ,td ie . c lug tt. to h i 
ft l.iwdj must be paid w«3stn the toe period set toitb in 

^tl ) An 3011 10\lStl»ltll 1 plti i ll 11 O 1 eiliftultll 

apphcatiot de-ti,nat ly the Uu ted Stales of Ametka e aw nti. t! e 
bei et t ot ore 01 more p iom kt p oa ts 0 ia , p lie tt 0 is 1 ust 
to Ut 1 bu .1 i e ded t> ton), tt ,1 teteiet te tn eath st Jj 1 o 

led j nnwior a! >)jiic,atoi tettt!\np iih tie nnisiotat 
appl 1 . tun nu 1 be 1 1. ot v si ui» of series 1. «dc a t> I soi i. 1 tun ther ) 
m) 1 ms reference must te submitted during the pen- 

t 03 (A Ot 11 O ItO! filed ,tp Mi It O l ] t 30 t< te -S3 et i >pl t ItlOl is 

an.p< eitotbki. tutdei Si Hit. t us u e ence t ust 
so he 1 I ni t ed vntl r ll e la ei ot tou 3 0 slhs Tom t se at tt.il 
films dale oi the laier-itled application or stxtecti months from the 
Itiu d.te i t the p 301 t kd pnoi.ti u a pin ifton 11 tie lier- 
~led ap 1 tc. t on b 1 not p <n bio u ippl tiot wltkh e Hue J the 
natioital static iron) an ntternatjotia] application atier compliance 
wt h ^ I ^ t ^ tlit iUbetKv t tu^t .tl 1 be s tbnnt ed w tl in 
the latex oi tout months Irtitn ihe date on whteh tiie itatKiisat staae 
1 oi inittued mide ^ M i~l(t 1 oi m tl e liler-tikd tK - 
.ttii tu j )il nil i>i 1 1 sueeuw.nl}> wt i u tl tig <. alt, o tie 
pttoi- tied pro 1 * itotk 1 qiptiu ihon 3ev t» iu )>li otK ,iro not 
otutdnble 1 \uu f < - p 1 \ tded 1 j\i < ^ < p it .1 n M o iht- su.i on 
Ihe l.tihtTe u hit eh subm 1 1 u ctCRtke is t.ot s detet. a \\a \e ot 
,»i t% ha of tiu idet S St 13°iuti! situ i pt toi- tied io\tsimtdl 
applieatitjii. 1 he nine pencils m this anagraph do ttot apniv t! the 
later- filed appheauoti is; 

i\)M ap> otoi ttie.1 tmdci 111 si. 1 UjI 
before iNoventbeT 29. zu'JO. or 

th Am opioM ion.t! ippn-.tl ott \h dtenteied the 
nattoit. 1 stat,e jllet eotn «i)a tuu witl ^ ' m. ""1 io3it sn ntu 

vuilotl. 1 < pplktiU^ t I k-d 1 1 .k-r i'S'C M>1 hetiUu No> e 1 lx 

2^ 2('0!'i 

(lit) It the htte -tt ei ipiuutioti ^< ton nx>\ isttu it 
ajiMuiiito Uu lukre ue lumtted h\ th s vtt.iu.i 'It oiust Ix. 

iuhtt.edt3.tr fi'lKatioii da -.11.1. i S « "11 03 tit. 1 xvtt <.atior 
iftiisi uo Ui 01 be < tuttdedto cotttittt suult refute tuu 0 tic t i4 
setiteiieet,srfoikHvi«2 the tttle. 

If t it- ^rior-liled pio> ^ tonal 4>pl t.tiot w< v ti ud 
tt ,i hutfjiut^e oil ei th in h«lM at d bo h att i ttfj 1 1 -(< 1 a 
Irat i atior o the p ior-1 kd ) vusiotai a ) Ik tfun .nu a state- 
ment thai the translation ts accurate were 1x01 (weviotislv tiled iti 
the pnor-iiled provisional apnncation. applieiiiit wuf be notified 
and guen a peuod 0} ttt 3e withnt vd kh to f k nt tltu ptio -ft ed 
pn^ ,to«<l ipplk.tttoi ht. tr,m.l itttttt itu the state i t-i t tfle 
noiiuu ts 1 1 k-t it .i pe d s, not p <n t- > id t >phudiio 3 att e t 
re ^\ to sue x > 1 otice must 13 1.1 de tl e 1 1 1 e 3 t se 103 i ro\ 1 011 1 
jjiM s.itm n e t iei .1 01 Is mat ot tl < 1 1 u' ha is it . t ,ind st tte- 

te 3f wete 11 ed t f ttu pto\ s o 3,3 ,1 ipl eat 1 1 , 1 1 ,nt ante sdt ent 



ot Mtp 1 et xe tt il \ppl 1 . tint 1 >, ta S teet v ttl d < w tt e tin. betietti 
u 1,1 01 1 tie lot loxtsmnal appl s.itto nt J be ,ib tt dot od e 
ft 3 datior Kirn, sla es xt. sf 1 ia\ K ed n fl e i ro\ 1 011 1 > p ''iica- 
tmn e\ e 1 1 11 tu o\ tstn tl , sp )c tiioo h is butoioe .iltattdot ed 

fn the retett-i uo ret tt led n V I si' il'tetjsd 
pjjagiaph (aa'i) of this ^etiot s p e-ettted ut a itonptoxiskittal 
i 'ph<. atioti .ttifi t le ittio fvni dpo t-fed h< \t ,x_; Aph t M s ui ) 
of tl s scetinn tftu t .ntn ti idet "1 St 1 "tei tns iftu 1 e tu t ot 
a \ tot Ei oe ptoi -.Hi tl.atpn.. os 3 a\ beaneptu otr xy tic 
;ie deie\ 1 t the ttei- fled<p<!eit> t ttheiufere uu dutttthnsj 
fhe »t t - tied a v cit ott !i\ xosis 1 1 a a ) >lk, fto t nut bet i as 
tit iriienttoriJli dehnCif \ JX't iiott to ateCpt a t tmtt te ttiot tlh 
de.rvede.tt utidei ^ Si. il'»tei titletette to a 't t 
hied pio\ isu ix d jpplie itt< n t Ut^t be aei onip mied \ 

(it Ihe reierettee required hv 3> t.i.S.c. If'fle) and 
pasa^iap} (jl* <t hi, ^eaioi tu he p v Ml led pros i,t< ual ipp 1- 
eauoiL unless previouslv subnxtited: 

ti t lite suru xarce sot otthuts 1 E"ti and 
(t 1 ' 'tatettie t fh< i t le enttte <. e n betxxee 1 thu d.tte 
the 1 1 nti xvas dt e tu der pmauapi (jl* tit^ t !' tin, seetn n and 
the date the claim was iiied was uttiritentioixal. 1 lie Dtrecior nt.-iv 
\t_jutc ddilioul itikrm fun vtu e Iht. c s , <.j c lui w xetlcr 
the dclav was urttiitetiuoiial. 

tbt \ here i\o 03 tno t- < pplti 1 n ns tied b\ the s.tttie ipph- 
ni t ss>t tcttt uoiithulnii! u mi s eiiiination «} si eh claim- tio 1 
til hut tint ap 1 icaSton 3 .\\ ix- rcqt lit nu, ei ce o yood t xt. 
sutlteiertt reason for their retention durum DertdencY ra more than 

le t It ait apphcatiot o < p. lent undet teesamtt alien <nd at 
t- 1st one ttt ier < phi i mn 11. ti 3 ng ditlcrent 11 \e iti . s e ov\netl 
h\ t iu k e iei on tt >i co if tt 1 co 1 et n„ t att s tt d t teiu s to 
staternent 01 record rnthcatinsf that the claimeu inventions were 
unimtnU ov\na 01 sublet. t< vttt h^jtuint'l a sigmrieixt t the 
s,i iu >utsiit it ftte t tie ftte tate nvexttinwa- tade ihe OI tue 
tn. ^ t-tjitieixe j ^ttiiiue to state w! elite the e . imed t n ut to is 
1 e u son 1 1 if owned 1 1 >i bjeu h ait buy, 1 1 1 ot ass ^ 3 tic sf 
tt t Xe same person a t! e til le t le la er jm e lUon xvis nude am It 
not ttdk.itu wl e t itat ed t\ett> ts t tu 'to tuentoi xeitit 
tl c c an ut. i %t ifios ■. were to x 1 u 3 \ t« xtd. 0 su t.ea te 3 
obi eat ou ot inent u> tltu soixte jwimhi at the tt ne the latei 
inentioi \>. tsnw.de fl e 1 01 iht fi it cl 1 1 lira, \ beiejei ed mder 
thedouU neof double portent jv m ^ ic^t of .tth co ixtnon \ oAited 
oiasstasct ilc.ttiorso p.sknls under ces t x i xation 

I IKkl 00 UK-lUltsLltK-eS CJil 3 CutDikCifC <>f (\>I- 

icorioti Ix oraphACil io crossed im .ipplfcmt s txusfakc 
t> adding oi conectinsj; a pttt.sib uhntn mxder 
S( 1 foi an apphcatiou tikd on or after 
\o\emtx> 2*) 2'K)0 

Scultt>» huSuffh^ NotuituCist f»\cntors Prokultoo 
\et of UPS. > j ncntkd T SC il«(cKU t<> 

state that: 

\o ip lie. i o i s ta 1 be emit etl io t e Isenel t of ut cu- 
tlet led -nv>\i on apptkahoi usdeT fit stitsc\tton 
unless an vtiendxxei eon m ng the -peeitit leferentv tt 
1 e e,i 1 e ed irov ,toik 1 apptkaiiott s subn itted at -t uh 
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lime dwiiv the penJt.no ot the jpplk ttton u tc{uiit.d b\ 
the Director. The Director niitv consider the failure to sub- 
mit, titti in amendment vututi th t! time pi nod as t \\ut\er 
oi: any betietrt under this subsection. J. he Director mav 
i^uWish pioi CiUitfs »u lodittji tiit- p evmt'iit oi a sun h tu>c 
to jucpt an ummcmwiialh d«,Ucd -ubmi-,n>)t ol an 
imeudmuif midi'i iliis ma iwu diirmq the penJencv of the 
apphtaiwtt loiftplu-t iddetO 

\ Ceititkate of C otiectton is NOTa \aitd mecha- 
nism f(.) adding ot cciiecfmg apnoitt\ claim undei 
^ I S C 11 M{e ) afk i a patent has been p i anted on an 
application Ided on or after Vneinlxt 2 U . 2000 

(. tider certain conditions as specified below hou- 
e\ei a Certificate oft oraetion can sttll be u^ed \sHh 
sespcCf in ^1 S C ! '0 pnot)t\ to coneef 

(4) the faifuie to make refetence to a prior 
copending application pmsuant to ^7 t FR I "S(a)t2) 

(B) on HKotKct icHtence to a pnor copending 
application puiMiant to >7CrR ! 7hm)(?) 

Wheie prions is based upon ^ I. >> C 120 to a 
national iippiicution flu. lolloping conditions must 
be satisfied: 

(\>a!l lequuemuiu set foith in ?7 C FR 
! 7 ^(a)( 1 ) must ha\e been ma m tbe application 
winch became the patent to be LOttcCted 

(B) a imist be cleat liont the teeoid ol the patent 
and the parent application^) that pnortt\ i^ appioprt- 
atefse, MPLP J MJ lit and 

(Ci a ^mutable petition to accept an uutmeiifton- 
a!i\ delased claim toi the benefit of a pnoi appl na- 
tion must hi. filed including a snrchatge as set forth in 
57 ( FR 1 I "(t>. as. iequned'b\ <7 ( FR I "N(aK>>) 

Where S( 12<) atid ^ ; {e) pnotiU based on 
an international application is to be asserted or col- 
lected in a patent Ma a ( eititkak ol Omectfon the 
lolloping condiffcii^ must lie satisfied 

(4) ail requuements set forth hi $7 C1K 
I must ha\e been ma in the application 

winch bccaitk the patent to be corrected 

(B)tt must be eieai bom the teeoid of the patent 
and the patent application^) that pnorux is apptoprt- 
ate (see MPFP ^ 2" J I!) 

(CHhe paknke must submit together utth the 
request los the eemlteate copies ol documentation 
shosMtm designation of staks and an\ otlKi mfoi op- 



tion needed to tnak^ tt cleat itoni the iceoid that the 
v> ISC 120 pnotit\ is appropnate (see MPl P 
; 201 P(b> as to the t^qmrements foi ^ [ Sf 120 
pnout\ Kued on an international application and 

(D) a oianuibk petition to ji.upf an umnLntion- 
alK dekt\ed tkum foi the benefit ot a pi ior applica- 
tion miM be filed tneUidmu a ^utchac^ a^ set ibah in 
<"HR i rttKasteqmie.iln ^7 t FR 1 7S(a)(>) 

11 ail tlk abovi, -stated conditions ate s>atts>fie<l. a 
Ceilificak of Correction can be med to amend the 
potent tn makv. icfeieiiee to a pnoi copeiidmii applica- 
tion oi to eon\et an mcoract tcl^icnec to th^ puoi 
viipendmy applteatton fm Ixnefit claims undci 

T h( r !20and *^{c) 

If ai\i ol the abo^e-StatCU Conditions is not satis- 
fied, the liitnsj ol a it issue appiteation <see MPPP 
^ f lt)l - i 1 loO) nia\ be apptopitak to puibuc the 
dented cosii-ction of the patent toi benefit elaiitu- 
utkki L S ( 1 20 and Vo{c> 

1485 Iian(JHn£j of Requt\st for Ortift- 
cMes of C orrection }R-7j 

V tcqn^st lot a Ceittlkate ot" ( orretftou should be 
addie^sed to; 

C onmmstonei toi Paknts 

Oftke ot Patent Publication 

AFTN t erUfkate of Con cotton Branch 

ro Box 1450 

Alexandna V\ 22M?-!4^' 

Requests fin ( ^ititicaks oi CiniCettoii \\ til be fot- 
uarded to the <eitulcate ol Collection Branch ol the 
OOirc oi Paknt Pnbltcatfon whea the\ i\tll be listed 
sn a peimanent recoid bool- 

If the patent is tmoiwd m an inteiteieneC a ( eitif- 
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AHSTUACT 



Cytokine antagonists for use in localized clinical disorders 
are provided for the treatment and prevention of damage to 
the optic nerve, other cranial nerves, spinal cord, nerve 
roots, peripheral nerves or muscles caused by any one of the 
following: a herniated nucleus pit i posits, osteoarthritis, other 
forms of arthritis, disorders of bone, disease, or trauma. ! he 
cytokine antagonists ate used to treat these disorders by 
local adininistratioo. These cytokine antagonists include 
antagonists to minor necrosis factor; intcrkmknj-1; 
interleuluri-ti; and uiteHettkin-K. 

38 Claims, No Orawmjjs 
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Interfeukin antagonists are administered in a therapeuti- 
cally effective dose. Dosage interval varies front once per 
day to once per month for the subcutaneous, intramuscular, 
and epidural routes; and from TID to once per month for the 
tr a nsconjunctiv a i rou te . 
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ADVANTAGES OF THE PRESENT INVENTION 



that 



it provides tor the localized administration ot cytokine 
antagonists as a new pharmacologic treatment of: localized 
disorders of components of the neurological system, optic 
nerve, or muscles;; such thai the use of these cytokine 
antagonists will result in the amelioration of these eondi- 

Another advantage of the present invention is that it 
provides for cytokine antagonists by anatomically localized 
administration, which, when compared to systemic 
administration, produces one or rttore of Hie following; 
greater efficacy; more rapid onset; longer duration of action; 
or fewer side effects. 

Another advantage of the present invention is that it 
provides for cytokine antagonists for providing suppression 
and inhibition of the action of cytokines in a human to heat 
localized neurological tnfttry, trauma, disease, or compres- 
sion, glaucoma; and muscular diseases. 

Another advantage of the present invention is that it 
provides for cytokine antagonists that reduce inflammation 
by inhibiting the action of cytokines in the human body lor 
the immediate, short term (acute conditions) and long term 
{chronic conditions), such that tins reduction m inflamma- 
tion will produce clinical improvement in the patient and 
will give the patient, a better opportunity to heal, slow 
disease progression, prevent neurological damage, prevent 
optic nerve and muscular damage, or otherwise improves the 
patient's health. 

Another advantage of the present inventi 



tokir; 



fixed 



administration, including peritestonal or intralesional 
administration, as the preferred form of: administration, for 
the treatment of localized neurological injury, trauma, 
disease, or compression; glaucoma; and muscular diseases. 

A latitude of modification, change, and substitution is 
intended in the foregoing disclosure, and in some instances, 
some features of the invention will be employed without a 
corresponding use of other features. Accordingly, it is appro- . 
priate that the appended claims be construed broadly and in 
a manner consistent with the spirit and scope of the inven- 
tion herein. 

What is claimed is: 

1. A method for inhibiting the action of TNF for treating 
neurological conditions in a human by administering a TNF 
antagonist for reducing the inflammation of neuronal tissue 
of said human, or tor modulating the immune response 
al&cting neuronal tissue of: said human, comprising the steps 
of. 

a) administering a therapeutically effective dosage level to 
said human of said TNF antagonist selected from the 
group consisting of a fusion protein identified as 
etatKievpi. mfliMtmif', t DIH71 (a Immunized mono- 
clonal a»ti-TM'-alpha IgC>4 antibody), CDP 870 (a . 
humanized monoclonal attti-TNF-alpha antibody 
fragment) and D2E7 (a human anti-TNF niAb) for 
reducing the inflammation of neuronal tissue of said 
human, or for modulating the immune response affect- 



ing n 
i>) admi 



e of s; 
said dos 



either intralesionally or per- 



2. A method for 
dance with ciairn 1, where 
dosage level is for treating Alzheimer's .Disease. 

i. A method for inhibiting the action of TNF in accor- 
dance with claim 1, wherein the step of: administering said 
TNF antagonist is performed through any of the following 
routes: subcutaneous, intrathecal, intramuscular, intranasal, 
trwisepidertnal, parenteral, transconjunctival, or epidural. 
4 A method for inhibiting the action of f'Ni in acenr- 

> dance with claim 3, wherein the step of administering said 
dosage level is for treating nerve root injury caused by a 
herniated nucleus pulposus, 

5. A method for inhibiting the action o:t l» tn accor- 
dance with claim 1, wherein the step of administering said 
s dosage level is for treating Bell's Palsy, 

ft. A method for inhibiting the action of INS in accor- 
dance with claim 1, wherein the step of administering said 
dosage level is for treating Carpal Tunnel Syndrome. 

7\\nuthod toi inhibiting the letion ot fNi m n.t,n 
; dance with claim 1, wherein the step of administering said 
dosage level is for treating acute spina! cord injury. 

8. A method for inhibiting the action of TNF in accor- 
dance with claim 1, wherein the step of administering said 
dosage level is for treating spinal cord compression. 
■ A method tor mhtbittnn the action of: i'Nf' m accor- 
dance with claim 1, wherein the step of administering said 
dosage level is for treating spinal stenosis. 

30. A method lor inhibiting the action of INF in accor- 
dance with claim 1, wherein the step of administering said 
? dosage level is for treating localized disorders of muscle, 
including muscle spasm, muscle tear, muscle injury, muscle 
strain, or muscle sprain. 

1.1. A method for inhibiting the action of TNI" in accor- 
dance with claim 1, wherein the step of administering said 

; dosage level is for treating glaucoma. 

1.2. A method for inhibiting the action of TNF in accor- 
dance with ciairn 1, wherein the step of administering said 
TNF antagonist is performed subeuianeously m said human 
wherein said dosage level is in the range of I ms to 300 me, 

> i** 

1.3. A method for inhibiting ihe action ot IN!.- m accor- 
dance with claim 1, wherein the step of administering said 
TNF antagonist in the form of etanercept is performed 
intramuscularly in said human wherein said dosage level is 

i in the range of 1 ntg to 100 mg. 

1.4. A method for inhibiting ihe action of 'TNF in accor- 
dance with claim 1, wherein the step of: administering said 
TNF antagonist in the form of etanercept is performed 
subeuianeously in said human wherein said dosage level is 

; in the range of 1 nig to 100 mg. 

1.5. A method for inhibiting ihe action of TNF in accor- 
dance with claim 1, wherein the step of administering said 
TNF antagonist in the form of etanercept is performed 
subeuianeously in said human wherein said dosage level is 

- in the range of 10 mg to '25 mg. 

16. A method for inhibiting the action of TNF itt accor- 
dance with claim 1, wherein the step of administering said 
TNF antagonist in the form of D2E7 is performed sufxaita- 
neonsly in said human, wherein said dosage level is in the 

; range of 1 rag to 100 rng, 

17. A method for inhibiting the action of TNF in accor- 
dance with claim 1, wherein the step of administering said 
TNF antagonist in the form of D2E7 is performed subeuia- 
neously in said human, wherein said dosage level is in the 

s range of 10 mg to 40 rug. 

18. A method for inhibiting tiie action of'FNP for treating 
or preventing nerve root injury in a human by administering 
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a 'INF antagonist for reducing the inflammation of neuronal 
tissue of said nerve root of said human, or ibr modulating the 
immune response affecting neuronal tissue of said nerve root 
of said human, comprising the steps of: 

a) administering a therapeutically effective dosage leve! to 
said human of etanerecpt, for reducing the inflamma- 
tion of said nerve root of said human, or for modulating 
the immune response affecting neuronal tissue of said 
human; and 

bi administering said dose either intrafestonaliy or pe-r- 
ilesionally, 

1.9. Arnethod for inhibiting the action of TNF ibr treating 
or preventing nerve root injury it) s human by administering 
a I'M- antagonist tor reducing tfie inflammation o! neuronal 
tissue of said nerve root of said human, or for modulating the 
immune response affecting neuronal tissue of said nerve root 
of said human, comprising (he steps of: 

a) administering a therapeutically effective dosage le ve! to 
' said human of etanereept, for reducing the inflamma- 
tion of said nerve root of said human, or for modulating 
the immune response- affecting neuronal tissue of said 
hitman; and 

I)) administering said dose subcutaneous!)' to the area 
anatomically adjacent to the site of disc 'herniation. 

20 A method for inhibiiiog the action of INF in accor- 
dance with claim .19, wherein the step of administering said 
dosage level is for treating nerve root injury due to a 
herniated nucleus pulposus, wherein the dosage level is 
between 1 mg and .100 mg. 

21. A method for inhibiting the action of TNF for treating 
or preventing nerve root injury in a human by administering 
a TNF antagonist for reducing the inflammation of neuronal 
tissue of said nerve foot of said hunian, ot for modulating the 
immune response affecting neuronal tissue of said nerve roof 
of said human, comprising the steps of: 

a) administering a the rape uiicaHy effective dosage level to 
said human of said f fcf antagonist selected trom the 
group consisting of eianereept, infliximab. CDF571 (a 
humanized monoclonal anti-TNF-alpba IgG4 
antibody), CDP 870 (a humanized monoclonal aiiti- 
ITNT-alpha antibody fragment) and D2E7 fa human 
anti-'fNF mAbi, for reducing the inflammation of said 
nerve root of said human, or for modulating the 
immune response affecting neuronal tissue of said 
human; and 

bi administering said dose either intrafesionally or per- 
ilesionally. 

22. A method for inhibiting the action of 'ITNT for treating 
glaucoma in a human by administering a TNF antagonist for 
reducing the inflammation of the optic nerve or retina of said 
human, or for modulating the immune response affecting the 
optic nerve or retina of said hitman, comprising the step of. 

a) administering a therapeutically effective dosage le vel to 
said human of said TNF antagonist selected from the 
group consisting of etanerce.pt, infliximab, t.DPS"! (a 
humanized monoclonal anti-TNI'-alpha igG4 
antibody), CDP 870 (a humanized monoclonal anti- 
TNP-aipba antibody fragment) and D2E7 (a human 
anti-TNF raAh) for treating glaucoma by reducing the 
inflammation of the optic nerve or retina of said human, 
csr for modulating the immune response- aifecting the 
optic nerve or retina of said human. 

23. A method for inhibiting the action of I'NF in accor- 
dance with claim 22. wherein the step of administering said 
TNF antagonist is performed through any of the following 
routes: subcutaneous, intranasal, transepidermal, parenteral, 
or transconjti nctival. 
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24. A method for inhibiting the action of interlettldn (it..) 
for treating neurological disorders in a human by adminis- 
tering an if.. Blocker for reducing the inflammation of 
neuronal tissue of said human, or for modulating the 

.1 immune response affecting neuronal tissue of said human, 
comprising the step of. 

a) administering a therapeutically effective dosage level to 
said hitman of said If. Blocker for reducing the inflam- 
mation of neuronal tissue of said human, or for niodu- 
1(i lating the immune response affecting neuronal tissue of 
said human; and 
l>) administering said dose either intrales tonally or per- 
ilesionalfy. 

25. Arnethod for inhibiting the action of H, in accordance 
15 with claim 24, wherein said fL Blocker xs selected from the 

group consisting of liVf MA, TI..-IR type 11, a monoclonal 
antibody to ()..- 1 , soluble receptors to 11.-1 , soluble receptors 
to IL-l fused to an P. immunoglobulin fragment, a mono- 
clonal antibody to 1L-6, and a monoclonal antibody to SL-8. 

26. A method for inhibiting tfie action of II. in accordance 
with claim 25, wherein the step of administering said II, 
Blocker is performed through local subcutaneous adminis- 
tration for treating nerve roof injury caused by intervertebral 

27. Arnethod for inhibiting tfie action of IL in accordance 
with claim 25, wherein the" step of administering said 11. 
Blocker is performed through local subcutaneous adminis- 
tration Ibr treating Bell's Palsv. 

28. A method for inhibiting the action of IL in accordance 
*' with claim 25, wherein the step of admimstenng said IL 

Blocker is performed through local subcutaneous adminis- 
tration for treating acute spinal cord injury. 

29. A method for inhibiting the action of If, in accordance 
with claim 25. wherein the step of administering said IL 

^ Blocker is performed 1 Enough the transeonj uncti val route vi a 

' 30. Arnethod for inhibiting the action of TNF for treating 
or preventing nerve root injury in a hunian by administering 
a TNF antagonist for reducing the inflammation of neuronal 
tissue of said nerve root of said human, or for modulating the 
immune response affecting neuronal tissue of said nerve mot 
of said human, comprising the steps of: 

a) administering a therapeutically effective dosage level to 
... said human of etanereept, for reducing the inflamma- 
tion of said nerve root of said human, or for modulating 
the immune- response affecting neuronal tissue of said 
human; and 

b) administering said dose perilcsionalty by subcutaneous 
Si) administration in the lumbar area (for lumbar or sacral 

mots). ClAi " tri<i ,CtU>M 
SI . A method for inhibiting the action of'TNP for treating 
or preventing nerve root injury in a human by administering 
^ a TNF antagonist for reducing the inflammation of neuronal 
tissue of said nerve root, of said human, or for modulating the 
immune response aifecting neuronal tissue of said nerve- root 
of said human, comprising the steps of: 

a) administering a therapeutically effective dosage level to 
; (! ) said human of D2F7, for reducing the inflammation of 

said nerve root of said human, or for modulating the 
immune response affecting neuronal tissue of said 

b) administering said dose perilesionallv by subcutaneous 
s> ' administration in the lumbar area (ibr lumbar or sacral 

nerve roots) or in the cervical area ( for cervical nerve 
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32. A method for inhibiting the action of'TNF for Seating 
or preventing nerve root, injury in a human by administering 
a TNF antagonist for reducing the inflammation of neuronal 
tissue of said nerve root, of said human, or for modulating the 
immune response affecting neuronal tissue of said nerve root : 
of said human, comprising the steps of: 

a) administering a therapeutically effective dosage level to 
said human of infliximab, for reducing the inflamma- 
tion of said nerve root of said human, or for modulating 
the immune response affecting neuronal tissue of said 1 
human; and 

b) administering said dose perifesionally by subcutaneous 
administration in the lumbar area (for lumbar or sacral 
nerve roots) or in the cervical area (for cervical nerve 
roots). :i 

33. A method for inhibiting the action of'TNF for tearing 
or preventing nerve root injury itt a human by administering 
a antagonist for reducing the inflammation of neuronal 
tissue of said nerve tool of said human, or for modulating the 
immune response to affecting neuronal tissue of said nerve * 
root of said human, comprising the steps of: 

a) administering a therapeutically effective dosage level to 
said human of CDP&79, for reducing the inflammation 
of said nerve root of said human, or for modulating the ., 
immune response al&cting neuronal tissue of said 
human; and 

b) administering said dose perifesionally by subcutaneous 
administration in the- lumbar area (for lumbar or sacral 

roots). 

34. A method for inhibiting the action of TNF for treating 
or preventing nerve root injury in a human by administering 
a Ttil : antagonist for reducing the inflammation of neuronal 
tissue of said nerve root of said human, or for modulating the 3 
immune response affecting neuronal tissue of said nerve root, 
of said human, comprising the steps of: 



a) administering a therapeutically effective dosage level to 
said human of CDP57.1, tor reducing the inflammation 
of said nerve root of said human, or for modulating the 
immune response affecting neuronal tissue of said 
human; and 

h) administering said dose perikstonafly by subcutaneous 
administration in the lumbar area (for lumbar or sacra! 

, roots). 

33- A method for inhibiting the action of TNF for treating 
neurological conditions in a human by administering a TNF 
antagonist for reducing the inflammation of neuronal tissue 
of said human, or for modulating the immune response 
. affecting neuronal tissue of said human, comprising the step 
of: 

a) administering a therapeutically effective dosage level to 
said human of said TNF antagonist selected from the 
group consisting of a fusion protein identified as 
etanereepi, infliximab, CDPS7 1 fa. humanized mono- 
clonal anti-lNF-alpha lg«4 antibody), CDP 870 {a 
humanized monoclonal anti-TNF-alpha antibody 
fragment)and D2E7 (a human anti-TNF mAb) for 
reducing the inflammation of neuronal tissue oi said 
: human, or for modulating the immune response affect- 
ing neuronal tissue of said human. 
36. A method for inhibiting the action of TNF in accor- 
dance with claim 35, wherein the step of administering said 
dosage level is for treating Alzheimer's Disease, 
i 37. A method for inhibiting the action of TNF in accor- 
dance with claim 35, wherein the step of administering said 
dosage level is for treating glaucoma. 

3S. A method for inhibiting the action of TNT in accor- 
dance with claim 35, wherein the step of administering said 
; dosage level is for treating Postherpetic Neuralgia. 
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TOBINICK 3.0-009 (OTP) 

TNF INHIBITORS FOR THE TREATMENT OF 
NEUROLOGICAL, RETINAL AND MUSCULAR DISORDERS 



The present imenlion relates to tumor necrosis factor (TNF) antagonists or 1 NF 
blockers for the treatment of neurological disorders, trauma, injuries or compression; 
demyelinatmg neurological disorders, including multiple sclerosis; neurodegenerative 
diseases, including Alzheimer's disease; muscular disorders, and disorders of the optic netve 
and retina (hereinafter "Neurologic and Related TNF Disorders") More particularly, the 
TNF antagonists, 'INF inhibitors or TNI< blockers, are used for the treatment, prevention or 
amelioration of these "Neurologic and Related TNF Disorders" by modulating the action of 
TNF m the human body. The use of these TNF antagonists or TNF blockers results m the 
amelioration of these disorders and diseases and represents a novel use for this class of drugs. 



Neurological disorders due to demyelinating disease (e.g. multiple sclerosis), immune 
disease, inflammation, trauma, or compression, occur in different clinical forms depending 
upon the anatomic site and the cause and natural history of the physiological problem For 
example, in Alzheimer's disease the brain undergoes a serious form of ncurodegcneration 
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of unknown etiology. Common to ail of these disorders is the fact that they can cause 
permanent neurological damage, that damage can occur rapidly and be irreversible, and that 
current treatment of these conditions is unsatisfactory, often requiring surgery and/or the use 
of pharmacologic agents, which are often not completely successful. 

These neurological conditions include acute spinal cord trauma, spina! cord 
compression, spinal cord hematoma, cord contusion (these cases are usually traumatic, such 
as motorcycle accidents or sports injuries}; nerve compression, the most common condition 
being a herniated disc causing sciatic nerve compression, neuropathy, and pain; but also 
including cervical disc herniation, causing nerve compression in the neck; acute or chronic 
spinal cord compression from cancer {this is usually due to metastases to the spine, such as 
from prostate, breast or lung cancer); autoimmune disease of the nervous system; and 
demyelinating diseases, the most common condition being multiple sclerosis. 

Steroid drugs such as cortisone thai are used to treat many of the aforementioned 
neurological problems and conditions are particularly hazardous because they are used either 
at high dosage, with a corresponding increasing risk of side effects, or because they are used 
chronically, also increasing their adverse effects. Lastly, steroids are only partially effective 
or completely ineffective. 

Tumor necrosis factor (TNF), a naturally occurring cytokine, plays a central role in 
the inflammatory response and in immune injury. TNF is formed by the cleavage of a 
precursor transmembrane protein, forming soluble molecules which aggregate to form 
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trimolecuiar complexes. These complexes then bind to receptors found on a variety of cells. 
Binding produces an array of pro-inflammatory effects, including release of other pro- 
inflammatory cytokines, including interlcukin (IL)-6, iL-8, and IL-1; release of matrix 
melaUoproleinases; and up regulation of the expression of endothelial adhesion molecules, 
further amplifying the inflammatory and immune cascade by attracting leukocytes into 
extra vascular tissues. TNF is now well established as key in the pathogenesis of rheumatoid 
arthritis (RA) and Crohn's Disease. 

Specific inhibitors of TNF, only recently commercially available, now provide the 
possibility of therapeutic intervention in TNF mediated diseases. Dramatic therapeutic 
success has already been demonstrated with infliximab, a chimeric anti-TNF monoclonal 
antibody (mAb), in treating Crohn's Disease and RA; and with etanercept, a recombinant 
fusion protein consisting of two soluble TNF receptors joined by the Fc fragment of a human 
IgGl molecule, in treating RA and Psoriatic Arthritis. Other specific anti-TNF agents are 
under development, including D2E7 (a human anti-TNF mAb), CDP 571 (a chimeric, but 
95% humanized, anti-TNF mAb), and a pegylated soluble TNF type 1 receptor. 
Additionally, thalidomide has been demonstrated to be a potent anti-TNF' agent. Further, 
anti-TNF therapies may include gene therapy and the development of selective inhibitors of 
the TNF-alpha converting enzyme. 
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As with other organ systems, TNF has been shown to have a key role in the central 
nervous system. There is a need for TNF inhibitors that will open a new realm of therapeutic 
possibilities for a wide variety of neurological and related disorders. These disorders are 
diverse and include inflammatory and autoimmune disorders of the nervous system, 
including multiple sclerosis, Guillain Barre syndrome, and myasthenia gravis; degenerative 
disorders of the nervous system, including Alzheimer's disease, Parkinson's disease and 
Huntington's disease; disorders of related systems of the retina and of muscle, including 
optic neuritis, macular degeneration, diabetic retinopathy, dermatomyositis, amyotrophic 
lateral sclerosis, and muscular dystrophy; and injuries to the nervous system, including 
traumatic brain injur)', acute spinal cord injury, and stroke. 

The limited ability of the body to effect repair after injury to the nervous system, the 
devastating nature of these diseases and the lack of effective therapy all highlight the 
importance of early therapy aimed at preventing or limiting neuronal destruction. Anti-TNF 
therapies are ideally suited to this task because they have been demonstrated to dramatically 
limit inflammation by interrupting the inflammatory cascade at a fundamental level. 

There remains a need for a new pharmacologic treatment of these aforementioned 
physiological problems of the nervous system associated with autoimmune disease, 
demyeimating diseases, neurodegenerative diseases, trauma, injuries and compression with 
the pharmacological use of TNF antagonists or TNF blockers, which are greatly beneficial 
for the large number of patients whom these conditions affect. Drugs which are powerful 
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TNF blockers are etanercept, infliximab, pegylated soluble TNF Receptor Type I (PEGs 
TNF-R 1), other agents containing soluble TNF receptors, CDP57 1 (a humanized monoclonal 
anti-TNF-alpha antibodies), thalidomide, phosphodiesterase 4 (IV) inhibitor thalidomide 
analogues and other phosphodiesterase IV inhibitors. Etanercept or infliximab may be used 
for the immediate, short term and long term (acute and chronic) blockade of TNF in order 
to minimize neurological damage mediated by TNF dependent processes occurring in the 
aforementioned neurological disorders. T he use of these TNF antagonists or TN F blockers 
would result in the amelioration of these physiological neurological problems. 

Additionally, several of these TNF agents will not cross the blood-brain barrier. 
Accordingly, there is also a need for these TNF agents to be introduced directly into the 
cerebrospinal fluid to be effective. This can be accomplished either at the level of the spinal 
cord, or by introduction into the ventricular system of the brain, usually via an indwelling, 
subcutaneous reservoir which is connected by catheter into the ventricular system. This will 
allow the chronic use of these agents for the treatment of neurological disorders which 
require chronic TNF modulation. 



Pharmacologic chemical substances, compounds and agents which are used for the 
treatment of neurological disorders, trauma, injuries and compression having various organic 
structures and metabolic functions have been disclosed in the prior art. For example, U.S. 
Patent Nos. 5,756,482 and 5,574,022 to ROBERTS et a! disclose methods of attenuating 
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physical damage to the nervous system and to the spinal cord after injury using steroid 
hormones or steroid precursors such as pregnenolone, and pregnenolone sulfate in 
conjunction with a non-steroidal anti-inflammatory substance such as indomethacin. These 
prior art patents do not teach the use of a TNF antagonist or TNF blocker for the suppression 
and inhibition of the action of TNF in the human body to treat "Neurologic and Related TNF 
Disorders", as in the present invention. 

U.S. Patent No. 5 ,605 ,690 to JACOBS discloses a method for treating TN F-dependent 
inflammatory diseases such as arthritis by administering a TNF antagonist, such as soluble 
human TNFR {& sequence of amino acids), to a human. This prior art patent does not teach 
the use of a TNF antagonist or TNF blocker for the suppression and inhibition of the action 
of TNF in the human body to treat "Neurologic and Related TNF Disorders", as in the 
present invention. 

U.S. Patent No. 5,656,272 to LB et al discloses methods of treating TNF-alpha- 
mediated Crohn's disease using chimeric anti-TNF antibodies. This prior art patent does not 
teach the use of a TNF antagonist or TNF blocker for the suppression and inhibition of the 
action of TNF in the human body to treat "Neurologic and Related TNF Disorders", as in the 
piesent invention 

U.S. Patent No. 5,650,396 discloses a method of treating multiple sclerosi s (MS) by 
blocking and inhibiting the action of TNF in a patient. This prior art patent does not teach 
the use of TNF antagonists as in the present invention. 
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None of the prior art patents disclose or teach the use of the TNF antagonists or TNF 
blockers of the present invention for suppression and inhibition of the action of TNF in a 
human to treat "Neurologic and Related TNF Disorders", in which the TNF antagonist gives 
the patient a better opportunity to heal, slows disease progression, prevents neurological 
damage, or otherwise improves the patient's health. 

Accordingly, it is an object of the present invention to provide TNF antagonists for 
a new pharmacologic treatment of "Neurologic and Related TNF Disorders", such that the 
use of these TNF antagonists will result in the amelioration of these conditions. 

Another object of the present invention is to provide a TNF antagonist for providing 
suppression and inhibition of the action of TNF" in a human to treat "Neurologic and Related 
TNF Disorders". 

Another object of the present invention is to provide a TNF antagonist that reduces 
inflammation to the patient by inhibiting the action of TNF in the human body for the 
immediate, short term (acute conditions) and long term (chronic conditions), such that this 
reduction in inflammation will produce clinical improvement in the patient and will give the 
patient a better opportunity to heal, slows disease progression, prevents neurological 
damage, or otherwise improves the patient's health. 

Another object of the present invention is to provide TNF antagonists that can offer 
acute and chronic treatment regimens for neurological conditions caused by neurological 
trauma, compression, injury and/or disease; such conditions including acute spinal cord or 
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brain injury, herniated nucleus pulposus (herniated disc), spinal cord compression due to 
metastatic cancer, primary or metastatic brain tumors, chronic pain syndromes due to 
metastatic tumor, increased intracranial pressure, demyelinating diseases such as multiple 
sclerosis, neurodegenerative diseases such as Alzheimer's disease, inflammatory CNS 
disease, such as subacute sclerosing panencephalitis, and other related neurological disorders 
and diseases. 

Another object of the present invention is to provide a TNF antagonist that can offer 
acute and chronic treatment regimens for neurological and related diseases. Examples of 
diseases in these categories include but are not limited to diseases of the central and 
peripheral nervous system such as Parkinson's disease, Bell's palsy, Guillain-Barre 
syndrome. 

Another object of the present invention is to provide a TNF antagonist that can offer 
acute and chronic treatment for retinal and neuro-ophthaimic diseases. Examples of diseases 
in these categories include but are not limited to optic neuritis, macular degeneration and 
diabetic retinopathy. 

Another object of the present invention is to provide a TNF antagonist that can offer 
acute and chronic treatment for muscular diseases and diseases of the neuromuscular 
junction. Examples of diseases in these categories include but are not limited to 
dermatomyositis, amyotrophic lateral sclerosis and muscular dystrophy. 

8 
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Another object of the present invention *s to provide a TNT antagonist that can offer 
acute and chronic treatment regimens for degenerative neurological disorders and neurologic 
disorders of uncertain etiology. Examples of diseases in these categories include but are not 
limited to Alzheimer's disease, Huntington's disease, and Creutzfcld- Jakob disease. 

Another object of the present invention is to provide a TNF antagonist that can offer 
acute and chronic treatment regimens for neurologic injuries. Examples of diseases in these 
categories include but are not limited to acute spinal cord injury, acute bram injury, and 
stroke. 

Another object of the present in\ cntion ts to provide a TNF antagonist that can offer 
acute and chronic treatment regimens for inflammatory and autoimmune disorders of the 
nervous system, examples being subacute sclerosing panencephalitis and myasthenia gravis. 



The present invention provides a method for inhibiting the action of TNF for treating 
neurological conditions in a human by administering a TNF antagonist for reducing the 
inflammation of neuronal tissue or the neuromuscular junction of a human, or for modulating 
the immune response affecting neuronal tissue or the neuromuscular junction of a human b> 
administering to the human a therapeutically effective dosage level of a TNF antagonist The 
TNF antagonist is selected from the group consisting of ctanercept, infliximab, pegyiated 
soluble TNF receptor Type I (PEGsTNF~R 1 }, other agents containing soluble TNF receptors, 
CDP571 (a humanized monoclonal anti-TNF~alpha antibody), other monoclonal anti-TNF- 
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alpha antibodies, TNF-alpha converting enzyme inhibitors and D2E7 (a human anti-TNF 
mAb) for reducing the inflammation of neuronal tissue or the neuromuscular junction of a 
human, or for modulating the immune response affecting neuronal tissue or the 
neuromuscular junction of a human. Additionally, other TNF antagonists are used for 
administering a therapeutically effective dosage level to a human wherein the TNF antagonist 
is selected from the group consisting of thalidomide, phosphodiesterase 4 (IV) inhibitor 
thalidomide analogues and other phosphodiesterase IV inhibitors for reducing the 
inflammation of neuronal tissue or the neuromuscular junction of a human, or for modulating 
the immune response affecting neuronal tissue or the neuromuscular junction of a human. 

The present invention further provides a method for inhibiting the action of TNF for 
treating conditions of the optic nerve or retina in a human by administering a TNF antagonist 
for reducing the inflammation of the optic nerve or retina of a human, or for modulating the 
immune response affecting the optic nerve or retina of a human by administering a 
therapeutically effective dosage level to the human of a TNF antagonist. The TNF antagonist 
is selected from the aforementioned pharmacological products listed above. 

The present invention also provides a method for inhibiting the action of TNF for 
treating muscular diseases in a human by administering a TNF antagonist for reducing the 
inflammation of muscle of a human, or for modulating the immune response affecting the 
muscle of a human by administering a therapeutically effective dosage level to the human 
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of a TNF antagonist. The TNF antagonist 16 selected from the aforementioned 
pharmacological products listed above. 

In the step of administering the TNF antagonist to a human, the TNF antagonist is 
pei formed through any of the following routes including subcutaneous, intravenous, 
intrathecal, intramuscular, intranasal, oral, transcpidermal, parenteral, by inhalation, or 
intracerebroventncular. 



TN F antagonist regimens to be used for ti eating dtsordei s are designed in tw o general 
ways: acute regimens, designed to achieve rapid blood levels and rapid action, wherein the 
TNF blockade is desired for hours to days; and chronic regimens, wherein the TNF blockade 
is desired for days, weeks, or months. TNF antagonists v% hich arc suitable for these regimens 
are etanercept { FNBREL™) from immunex Corporation ; infliximab { REMICADE™) from 
Oentocor, Inc.; pegylated soluble TNF Receptor Type 1 (PBGs TNF-R1); other agents 
containing soluble TNF receptors; CDP573 (a humanized monoclonal anti-TNF-alpha 
antibodies); other monoclonal anti- f Nl --alpha antibodies, D2E7 (a human anti-TNF m Ab); 
thalidomide; phosphodiesterase 4 (IV) inhibitor thalidomide analogues, onVr 
phosphodiesterase IV inhibitors; and INF alpha converting enzyme inhibitors. Etanercept 
or infliximab may be used for the immediate, short term and long term (acute and chronic} 
blockade of TNF in order to minimize neurological damage mediated by TNF dependent 
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processes occurring in the aforementioned "Neurologic and Related TNF disorders". The 
use of these TNF antagonists or TNF blockers results in the amelioration of these 
physiological problems. 

Trauma, injury', compression and other neurological disorders can affect individual 
nerves, nerve roots, the spinal cord, or the brain. The conditions which are of most concern 
in the present invention are the following: 



1) 


acute spinal cord and brain injury, 


2) 


demyelinating diseases, such as multiple sclerosis, 


3) 


spinal cord compression due to metastatic cancer, 


4) 


primary or metastatic brain tumors, 


5) 


chronic pain syndromes due to metastatic tumor, 


6) 


inflammatory CNS diseases, such as subacute sclerosing panencephalitis, 


7) 


Alzheimer's disease, 


8) 


Huntington's disease, 


9) 


Creutzfeld- Jakob disease, 


10) 


Parkinson's disease, 


11) 


myasthenia gravis, 


12) 


Guillain-Barre syndrome, 


13) 


Bell's palsy, 


14) 


diabetic neuropathy, 
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15) 


amyotrophic lateral sclerosis, 


16) 


optic neuritis, 


17) 


macular degeneration, 


18} 


retinitis pigmentosa. 


10) 


diabetic retinopathy, 


20) 


muscular d>strophy, and 


2\) 


polymyositis-dermatomyositis. 



FNF antagonists are a novel way to treat the above-listed disorders m comparison 
with steroids. Experimental evidence has shown that excessive levels of TNF are rekased 
b> injury to neuronal tissue. Accordingly, the use of FNF antagonists will result in 
amelioration of these disorders and diseases. Because of the profoundly powei ful action of 
the new TNF antagonists thai have recently become available, these agents can provide 
neatment m a unique way, filling an urgent clinical need for more effects e therapy. Also, 
because of the extremely safe side effect profile of these agents, they can be used either 
ssngly or in combination with other pharmacologic agents. TNF antagonists can also safely 
be used with steroids, which are the only other class of agents which ha\ e been shov*. n to be 
beneficial for certain of these conditions. Importantly, the TNF antagonists lack the adverse 
effects of steroids as previously described. Lastly, steroids are only partially effective or 
completely ineffective. 
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The TNF antagonists may be administered by any of the following methods to treat 
the above-identified disorders, subcutaneous, intravenous, intrathecal, intramuscular, 
intranasal, oral, rransepidermai, parenteral, by inhalation, or intracerebrovcntncular. Ai»o, 
the dosage regimens fot treatment are of 3 t> pes 
Regime n 1: Acute Regimen 

This regimen can be used to treat all of the disorders listed abo\ c, with any of the TNP 
antagonists listed above, and wsth any of the routes of administration listed above. This 
regimen may include just a single dose, or repeated doses up to and including 30 continuous 
days. 

Re gimen 2; Chronic Regimen 

This regimen can be used to tteal all of the disorders listed above, evecpt for acute 
spinal cord and brain injury, spinal cotd compression, and Bell's palsy. An> of the TNF 
antagonists listed above may be used, and any of the routes of ddnnnisiiauon listed above 
may be used. This segimen includes repealed doses of 31 da\s oi longer. 
Regimen 3: Directly Into The CSF 

Fins fegimen ma> be used for acute, chronic or both legmu-ns There arc two 
variations- either through the intrathecal route at the level of the spinal cord, of diteeth into 
the cere bro ventricular s>stem at the le\el of the brain This regimen can be used to treat all 
of the disorders listed above, except for. myasthenia gra\ is, Bell's palsy, diabetic neuropath) , 
and amyotrophic lateral sclerosis. 



14 





More detailed discussion of each of these clinical conditions is as follows: 
1) Acute spina! cord and brain injury: 

About 10,000 cases occur per year in the U.S., wiih a current population of over 
200,000 patients with residual neurologic damage, many of whom are paralyzed 
(quadriplegia or paraplegia). Current treatment for the acute injury is inadequate. In the 
early 1990's it was shown that early (within 8 hours of injury) treatment with high doses of 
steroids (methyl prednisolone) was beneficial for some of these patients. Surgical 
stabilization and spinal decompression is often necessary because of excessive swelling 
(edema) which can itself cause further severe injury to the cord due to further compression 
of the cord against its bony spinal canal. The etiology of most of these cases are motor 
vehicle accidents, with the remainder being sports injuries, falls, and other accidents. The 
window of opportunity for treatment is small, since massive swelling can occur within 
minutes. 

The treatment regimen used here would be the acute regimen. This could involve any 
of the TNF antagonists, but currently eianercept would be the leading candidate. Btanercept 
is currently approved only for rheumatoid arthritis, and is used as a subcutaneous injection 
of 25mg given twice a week. This regimen produces peak blood levels in an average of 72 
hours. Preferred methods for acute spinal cord or brain injury involve either administration 
directly into the CSF or through intravenous infusion producing a therapeutic effect more 
rapidly than can be produced by subcutaneous injection. These are new methods of dosing 
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that are not being used for arthritis. These acute regimens are unique delivery methods for 
etanerccpt and are unique!) necessary for clinical neurologic conditions requiring rapid 
blockade of TNF. 

Regimens 1 and 3. as outlined above, may be used to treat these disci dors 
s 2) Demyelinating Disease, Such As Multiple Sclerosis: 

Demy ehnaiing neurological diseases, the most important being multiple sclerosis, aie 
inadequately treated by currently available therapies, and continue to produce progressive, 
severe, neurologic impairment in a large population of patients m the United States and 
1 ~ worldwide. There is experimental evidence which documents the role of TNF in multiple 

\Q- sclerosis. There is a wide body of work which documents the role of both cellular and 
humoral immunity in multiple sclerosis. Using the abo\ e-hstcd TNF antagonists represents 
a no\cl approach to the treatment of these important disorders 
~ Several novel approaches are suggested. For acute demyelinating disease, U is 

pai amount to use therapy which is rapidlv effective to prevent permanent neurological 

15 damage. In this case, novel routes of administration of the TNF antagonists may be used. 
These novel routes include administration of etanerccpt or infliximab directly into the CSb; 
oi mtiavenous administration of etanciccpt. For chronic forms of demyelinating disease, 
the more familiar routes of administration of ctancrcept (subcutaneous) or infliximab 
{intravenous) may be elected. These novel regimens are designed as such because of the 

20 complementary mechanisms of action and low toxicity of these biopharmaeeuucal agents. 
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Regimens 1, 2 and 3, as outlined above, may be used to treat these disorders. 

3) Spinai cord compression due to metastatic cancer: 

Cord compression duo to metastatic cancer is a catastrophic event leading to rapid 
paralj sis if not quickly diagnosed and treated It is most common with cancers of the breast, 
colon, lung and prostate, but can be a complication of metastatic disease from a wide \ anety 
of malignancies, including melanoma and multiple myeloma. Current treatment regimens 
include high dose steroids, emergency radiation treatment, and/'or emergent surgical 
decompression. Paralysis can occur withm hours, so treatment must be initiated wit run this 
time period to avoid permanent sequelae. The mechanism of action of TNF blockage here 
would be similar to that above In addition, it is possible that TNF blockade could be directly 
tumoncidal oi tumonstatic with certain malignancies. Impending cord compression oould 
be treated with the chronic regimen. However, as explained above, most patients would need 
to be emergently treated with the acute regimen, as outlined above 

Regimens 1 and X as outlined above, may be used to tieat these disorders. 

4) Primary or Metastatic Brain Tumors: 

Primary brain tumors can be either benign {most commonly meningioma) or 
malignant (usually gliomas). Metastatic brain tumors can be from any source, most 
commonly lung cancer, breast cancer, or other malignancies such as melanoma. Treatment 
for these tumors is primarily surgery oi tadiation, with genet ally poor response to 
chemotherapy Many of these tumors cause surrounding edema which can cause further 
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neurologic deterioration, TNF blockade, either the acute or chronic treatment regimen, 
wouid be beneficial while these patients are awaiting surgery. Additionally, TNF blockade, 
as discussed above, would have direct tumor inhibiting properties. 

Regimens 1 , 2 and 3, as outlined above, may be used to treat these disorders. 

5) Chronic pain syndromes due to metastatic tumor: 

Pain due to metastatic cancer is inadequately treated by currently used agents. U is 
probable that the mechanism of" action of this pain is mediated in part by the overproduction 
of TNF. TNF blockade would be beneficial for selected tumors, particularly bone metastases 
where compression is involved. The chronic treatment regimens would be used. One 
general note of caution when treating malignancies is necessary: While TNF blockade is 
likely to have an antitumor effect with certain malignancies, it is also possible that TNF 
blockade could increase growth rates with certain malignancies. 

Regimens 1 , 2 and 3, as outlined above, may be used to treat these disorders. 

6) Inflammatory CNS Diseases, Such As Subacute Sclerosing Panencephalitis 
Subacute sclerosing panencephalitis is a rare inflammatory disease of the brain, 

secondary to infection with a measles vims. 

Regimens 1 , 2 and 3, as outlined above, may be used to treat these disorders. 
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7) Alzheimer's Disease 

Alzheimer's disease is a common form of progressive dementia, of unknown cause 
and without an effective cure. It is characterized by neurofibrillary tangles and plaques on 
pathologic examination of brain tissue. 

Regimens 1, 2 and 3, as outlined above, may be used to treat these disorders, 

8) Huntington's Disease 

Huntington's disease (Huntington's chorea) is a rare, progressive, fatal neurological 
disorder for which there is currently no effective treatment. It is often hereditary, and is 
characterized by a movement disorder (chorea), as well as progressive dementia. 

Regimens 1. 2 and 3, as outlined above, may be used to treat these disorders. 

9) Creutzfeld-Jakob Disease 

Creutzfe Id- Jakob disease, as well as New Variant Creuzfeld- Jakob disease, is one of 
the transmissible spongioform encephalopathies, along with Kuru and Scrapie and "Mad 
Cow Disease (Bovine spongioform encephalopathy)". These diseases are caused by 
infection with a new class of biologic agent called prions. These diseases are progressive, 
fatal, and can be contracted by ingesting tissue of an infected animal. There is no known 
treatment. 

Regimens 1, 2 and 3, as outlined above, may be used to treat these disorders. 
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10) Parkinson's Disease 

Parkinson's disease is a common neurologic disorder characterized by tremor, gait- 
disorder, and dementia, for which there is no known cure. 

Regimens 1,2 and 3, as outlined above, may be used to treat these disorders. 

11) Myasthenia Gravis 

Myasthenia gravis is an autoimmune disorder of the neuromuscular junction, 
characterized by muscie weakness and easy fatiguability. There is no known cure. 
Corticosteroids are one of the mainstays of treatment. 

Regimens 1 and 2, as outlined above, may be used to treat these disorders. 

12) Guillain-Barre Syndrome 

Guillain-Barre syndrome is characterized by (he rapid onset of weakness, usually in 
an ascending distribution, and often culminating in difficulty breathing. It often follows a 
preceding viral infection. 

Regimens 1, 2 and 3, as outlined above, may be used to treat these disorders. 

13) Bell's Palsy 

Bell's palsy is characterized by the sudden onset of hemifacial paralysis, caused by 
acute mononeuropathy of the seventh cranial nerve, the facial nerve. It can follow viral 
infection, vaccination, or may be idiopathic. The mainstay of treatment is large doses of 
corticosteroids. 



20 





Regimen 1 , as outlined above, may be used to treat this disorder, 

14) Diabetic Neuropathy 

Diabetic neuropathy consists of a variety of clinical syndromes of neurologic damage 
occurring in patients with either juvenile onset or adult onset diabetes mellitus. Diabetic 
peripheral neuropathy causes sensory deficits, numbness, tingling, and painful paresthesias 
in the extremities. Diabetic autonomic neuropathy causes disorders of the autonomic 
nervous system, including diabetic gastropathy. 

Regimens 1 and 2, as outlined above, may be used to treat these disorders. 

15) Amyotrophic Lateral Sclerosis 

Amyotrophic lateral sclerosis is a progressive fatal, neurologic disease causing 
progressive weakness and cranial nerve palsies, causing difficulty with speech, eye 
movements, and such. There is no known cure. 

Regimens 1 and 2, as outlined above, may be used to treat these disorders, 

16) Optic Neuritis 

Optic neuritis is characterized by acute inflammation affecting the optic nerve, 
causing visual Field defects. It is often part of Multiple Sclerosis, for which it may be the 
presenting symptom. Attacks can be intermittent and repeated. 

Regimens 1, 2 and 3, as outlined above, may be used to treat these disorders. 
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17) Macular Degeneration 

Macular degeneration is a leading cause of blindness, affecting predominantly the 
older population, for which there is no known cure. 

Regimens 1 . 2 and 3, as outlined above, may be used to treat these disordets. 

18) Retinitis Pigmentosa 

Retinitis pigmentosa is a hereditary retinal disease, resulting m blindness, tor which 
there is no known cure. 

Regimens 1, 2 and 3, as outlined above, may be used to tieat these disorders. 

19) Diabetic Retinopathy 

Diabetic Retinopathy includes a spectrum of retinal disorders, including hemorrhage 
and exudates, which occur in patients with diabetes mellitus. Part of the retinopathy is due 
to a vascular damage caused by diabetes. 

Regimens 1, 2 and 3, as outlined above, may be used to treat these disorders 

20) Muscular D>strophy 

Musculai dystrophy is a gioup of related diseases of muscle, man) of which are 
hereditary, characterized by progressive muscular weakness. The cause and cure are 
unknown. 

Regimens 1 and 2, as outlined above, may be used to treat these disorders. 
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21) Polymyositis - Derttiatomyositis 

Polymyositis is an autoimmune inflammatory disease of muscle, characterized by 
progressive proximal muscle weakness and muscle wasting. Pathology shows an intense 
inflammatory infiltrate in the muscle. Treatment includes immunosuppressive drugs, 
corticosteroids, and respiratory support for more advanced cases. Dermatomyositis is 
polymyositis with a characteristic accompanying skin rash. 

Regimens 1 and 2, as outlined above, may be used to treat these disorders. 
METHODS OF ADMINISTRATION AND DOSAGE LEVELS 

For treating the above diseases with the above mentioned TNF antagonists, these TNF 
antagonists may be administered by the following routes: 

The above TNF antagonists may be administered subcutaneously in the human and 
the dosage level is in the range of 5mg to 50mg for acute or chronic regimens. 

The above TNF antagonists may be administered intranasally in the human and the 
dosage level is in the range of 0, Img to 1 Omg for acute or chronic regimens. 

The above TNF antagonists may be administered intramuscularly in the human and 
the dosage level is in the range of 25mg to lOOmg. 

The above TNF antagonists may be administered intravenously in the human and the 
dosage level is in the range of 2.5mg/kg to 20mg/kg. 
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The above TNF antagonists may be administered intrathecal ly in the human and the 
dosage level is in the range of 0.1 mg to 25mg administered from once a day to even' three 
months. 

The above TNF antagonists may be administered transepidermaily in the human and 
the dosage level is in the range of lOmg to lOOmg, 

The above TNF antagonists may be administered by inhaling by die human and the 
dosage level is in the range of 0.2mg to 40mg. 

The above TNF antagonists may be administered imraeerebroventricularly in the 
human and the dosage level is in the range of 0. Img to 25mg administered once a day to 
once every 3 month. 

The above TNF antagonists may be administered orally by the human and the dosage 
level is in the range of lOmg to 300mg. 

Etanercept is administered intramuscularly in a human wherein the dosage level is in 
the range of 25 mg to iOOmg. 

Infliximab is administered intravenously in a human wherein the dosage level is in the 
range of 2.5mg/kg to 20mg/kg. 

Etanercept is administered subcutaneous iy in a human wherein the dosage level is in 
the range of 5mg to 50mg. 

Etanercept is administered intrathecaily in a human wherein the dosage level is in the 
range of 0.1 mg to 25mg administered from once a day to once a month. 
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Infliximab is administered intrathecally in a human wherein the dosage level is in the 
range of O.lmg/kg to 5mg/kg administered from once a week to once every three months. 

Etanercept is administered intracerebroventrieulady in a human wherein the dosage 
level is in the range of 0. Img to 25mg administered once a day to once a month. 

Infliximab is administered intracerebroventriculariy in a human wherein the dosage 
level is in the range of O.lmg/kg to 5mg/kg administered once a week to once every 3 
months. 

The thalidomide group is administered orally by a human wherein the dosage lev cl 
m the lange of lOmg to 300mg 

All antagonists and all routes of administration can be used fot all of the above 
diseases with the following exceptions* 

a) fctanetcept and infliximab will onl> be used subcutaneously. intramuscularly, 
mtiaventncularl) , or intrathecal!)., or intravenously. 

b) Intracerebral entriculai and intrathecal routes ate more w\asj\e, and wdi on!) be 
used w ith severe disorders, usually only with those that arc fatal or devastating. As to the 
diseases and disorders discussed above, these routes are most suitable for acute brain and 
spmal eotd injury, Abheimer's disease, subacute sclerosing panencephalitis; Parkinson's 
disease; Huntington's disease; Creutzfcld- Jakob disease; amyotrophic lateral sclerosis, 
myasthenia gravis; optic neuntis; multiple sclerosis; macular degeneration, and retinitis 
pigmentosa Fxeludcd are diseases outsidt of She 0\$, t e those involving muscle or 
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peripheral nerves. These excluded diseases include diabetic neuropathy; Bell's palsy (too 
mild to justify this route), muscular dystrophies; and polymyositis. 

c) All other routes should be specified for all of the diseases, except that the 
thalidomide group will not be used for diabetic neuropathy or foi peripheral neuropathy. 



Accordingly, an advantage of the present invention is that U provides TNF 
antagonists for a new pharmacologic treatment of "Neurologic and Related TNF 
Disoiders", such that the use of these 1Kb antagonists will result m the amclioiation of 
these conditions. 

Another advantage of the present invention is that it provides for a TNF antagonist, 
for providing suppression and inhibition of the action of TNF m a human to treat 
"Neurologic and Related TNF Disorders". 

Another advantage of the present invention is that it provides for a TNF antagonist 
that reduces inflammation to the patient by inhibiting the action of TNF m the human 
body for the immediate, short term (acute conditions) and long term {ehiomc conditions), 
such that this reduction m inflammation will produce clinical improvement m the patient 
and will give the patient a better opportunity to heal, slows disease progression, prevents 
neurological damage, or otherwise improves the patient's health. 



ADVANTAGE S OF T H E PRESENT INVENTION 
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Another advantage of the present invention is that it provides TNF antagonists 
that can offer acute and chronic treatment regimens for neurological conditions caused by 
neurological trauma, compression, injury and. ''or disease; such conditions including acute 
spinal cord injury, spinal cord compression due to metastatic cancet, primary or 
metastatic brain tumors, chronic pain syndromes due to metastatic tumor, increased 
intracranial pressure, demyelinafing diseases such as multiple sclerosis, 
neurodegenerative diseases such as Abheimer's disease, inflammatory CNS disease, such 
as subacute sclerosing panencephalitis, and othci related neuiological disorders and 
diseases. 

Another advantage of the present invention is that it provides for a TNF antagonist 
that can offer acute and chronic treatment regimens foi neurologic and i elated diseases. 
Examples of diseases in these categories include but are not limited to diseases of the 
central and peripheral nervous system such as Parkinson's disease. Bell's palsy, GuiHain- 
Barre Syndrome. 

Another advantage of the present invention is that it provides for a TNF antagonist 
that can offer acute and chronic treatment for retinal and neuro-ophthalmic diseases. 
LxampJcs of diseases in these categories include but aie not limited to optic neuritis, 
macular degeneration and diabetic retinopathy. 
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Another advantage of the ptesent invention is that it provides for a TNF antagonist 
that can offer acute and chronic treatment for muscular diseases and diseases of the 
neuromuscular junction. Examples of diseases in these categories include but are not 
limited to derm ato myositis, amyotrophic lateral sclerosis and irmsculat d>strophy 

Another advantage of the present invention is that it provides foi a TNF antagonist 
that can offer acute and chronic treatment regimens fot degenerame neurologic disoiders 
and neuroiogse disorders of uncertain etiology. Examples of diseases m these eategoues 
include but arc not limited to Alzheimer's disease, Huntington's disease, and Creut/feld- 
Jakob disease. 

Another advantage of the present invention is that it provides for a TNF antagonist 
that can offer acute and chronic treatment regimens for neurologic injuries. Examples of 
diseases in these categories include but are not limited to acute spmal cord injury, acute 
brain injury, and stroke. 

Another advantage of the present invention is that it provides for a TNF antagonist 
that can offer acute and chrome treatment iegimens for inflammatory and autoimmune 
disorders of the nervous system, examples being subacute sclerosing panencephalitis ami 
myasthenia gravis. 
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A latitude of modification, change, and substitution is intended in the foregoing 
disclosure, and in some instances, some features of the invention will be employed 
without a corresponding use of other features. Accordingly, it is appropriate that the 
appended claims be construed broadly and in a manner consistent with the spirit and 
scope of the invention herein. 
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The present invention relates to interleukin (1L) antagonists for the treatment of 
neurological disorders, trauma, injuries or compression; neurodegenerative disorders 
including Alzheimer's Disease; demyelinating neurological disorders including multiple 
sclerosis; retinal disorders; and muscular disorders. More particularly, the IL antagonists 
are used in a new treatment of these disorders by inhibiting the action of IL in the human 
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alternative routes of administration. 
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upon the anatomic site and the cause and natural history of the physiological problem. 
Common to all of these disorders is the fact that they can cause permanent neurological 
damage, that damage can occur rapidly and be irreversible, and that current treatment of 
these conditions is unsatisfactory, often requiring surgery and/or the use of pharmacologic 
agents, which are often not completely successful 
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filed on December 3 5 , 1999, now U.S. Patent No. 6,177,077, which is a 
continuation-in-part of Application Serial No. 09/275,070, filed on March 23, 
1999, now U.S. Patent No. 6,015,557, which is a continuation-in-part of 
Application Serial No. 09/256,388, filed on February 24, 15)99, now abandoned. --. 



Signed and Sealed this 
Twenty-third Day of May, 2006 




JON W. DUDAS 

Director of the United Slates Pcuem and Trademark Office 
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SPE RESPONSE FOR CFRT)F1CATE OF CORRECTS 



Paper No. 
TO SPE OF . art unit 1 Vol U 

SUBJECT : Request for Certificate of Correction on Patent No.: [p *-,7 I ?6/ 

A response is requested with respect to the accompanying request for a certificate of correction, 

Piease complete this form and return with file, within 7 days to: 
Certificates of Correction Branch » PK 3 » &22 - 8(^4 k W 
Palm location 7580 - let. No. 305-8309 

With respect to the changefs) requested, correcting Office and/or Applicant's errors, should the 
patent read as shown in the certificate of correction ? No new matter should be introduced nor should the 
scope or meaning of the claims be changed. 



Thank You For Your Assistance Certificates of Correction Branch 




The request for issuing the above-identified correction(s) is hereby: 

Nole your decision on the appropriate box. 



Approved) All changes apply. 



□ Approved in Part Specify below which changes do not apply. 

□ Denied State the reasons for denial below. 
Comments: 



....cattiSj.op.aesLSJLxaiN..... 

SUPERVISORY PATENT EXAMINES 



(M^SSSgg^ Itf< f 

SPE Art Unit 

0 . S . D E PA RTH £HT15Fcl5»:Ff<^^ 



r\in-DsrATi s pmfn r \\dtr\di m\rkomhi 
CERTIFICATE OF CORRECTION 



P VTFYT \0 b 4~ L')6 1 B i Page J. of I. 



it is certified thai error apoaars in the above-identified patent and that said Letters Patent is 
hereby corrected as shown below 



Title page. 
Insert Item: 

— KeJatecf U.S. Application Data 

\b*] Tins application is a continuation-in-patt of Application Sena? \o ()'"> B 
filed on IXxernhu Jh i^'H n.m L' s Rikm \o oj" 0"" winch is a 
contmuatjon-jn-part nt Application !>enai No <N 27\0 7 f>. tiled on March 23. 
iw.iw I S Patent \o ft.015.^~. Wnch is a tositnuuuon-m-part 
Application Seual \u 0 ( ) Uk'J on J ebuiars 24, W) n<m abandoned --, 



Signed and Sealed this 
Twenty-third Day of May, 2006 




JON \V. IXJD'AS 
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LAW OFFICES 

Ezra Sutton, P. A. 

A PROFE_S!OHAl CORPORATION 



EZRA SVTTOM* 



SOO ROUTE 9 
DCE, NEW JER5I 



April 25, 2001 
BY EXPRESS MAIL 



PATENTS 
TRADEMARKS 
COPYRiCHTS 

(732) 634-3520 
FAX: (732) 634-35U 



Assistant Commissioner for Patents 
Washington, D.C. 202 31 

File No-: TOBINICK 3. 0-013 (CI P> 

' Inventor (s) : Edward L . Tobinick, M.D. 

Title- CYTOKINE ANTAGONISTS FOR THE 
„• TREATMENT OF LOCALIZED DISORDERS 

Assignee: None 



\B Enclosed herewith are the following documents in the above- 
.■Mentified application for a Letters Patent of the United States: - 

U=l p ac ^s of Abstract X_Verified Statement for Small Entity Status 

~^t~ Pagog of Specification Declaration, Power of Attorney & Petition 
J£B Number of Claims Two (2) return-addressed postcards 

Sheets of Drawings { PLEASE PROVIDE FILING DATE & SERIAL NUMBER) 

s — Assignment for Recording (attached to copy of this letter) 

Cfiieck No. 5 377 in the amount of $1 ,07 7 , calculated as follows: 

isic Fee (**Large Business $710.00) r Small Business $355.00) 1355 
p. Additional Fees: 

S Total number of claims 38 

Total number of claims in excess of 20,„liL. times (**$18) (*$9) — 162 

Number of independent claims — 17 '. KC a 

N umbe r of i ndepende n t c I a i ms mi n us 3 , „JJ__t ime s { * * s 8 0 5 ( * $ A 0 i ^JlML. 

Assignment recording fee ($40) 

Multiple dependent claims (**$270) <*$i35) — 

TOTAL filing and assignment recording fees 



$1 ,077 



CONVENTION DATE None for _____ ___Appln. No. 

is claimed. Priority Document: Enclosed Will follow 

i c t fully s u b m i 1 1 e d , 



ES/jmt 
Enclosures 




TOBINICK 3.0-013 (CIP) 



CYTOKINE ANTAGONISTS FOR THE 
TREATMENT OF LOCALIZED DISORDERS 

RELATED APPLICATIONS 

This is a continuation-in-part of Application Serial No. 09/826,976, filed on April 5, 
2001 . which is a continuation-in-part of Application Serial No. 09/563.65 1 , fiied on May 2, 
2000, which is a continuation-in-part of Application Serial No. 09/476.643. filed on 
December 31. 1999, now U.S. Patent No. 6.177,077. which is a continuation-in-part of 
Application Serial No. 09/275,070, fiied on March 23, 1999, now U.S. Patent No. 
6,015,557, which is a continuation-in-part of Application Serial No. 09/256.388. filed on 
February 24. 1999, now abandoned. 

FIELD OF THE INVENTION 

The present invention relates to specific cytokine antagonists which are provided for 
the treatment and prevention of damage to the optic nerve, other cranial nerves, brain, spinal 
cord, nerve roots, peripheral nerves or muscles caused by any one of the following: a 
herniated nucleus pulposus, osteoarthritis, other forms of arthritis, disorders of bone, disease, 
or trauma. More particularly, the cytokine antagonists are used in a new treatment of these 
disorders utilizing localized anatomic administration which causes inhibition of the action 
of the corresponding pro-inflammatory cytokine in a localized anatomic area of the human 
body. The administration of these cytokine antagonists is performed by anatomically 
localized administration which includes, but is not limited to the following routes: 



DECLARATION FOR PATENT APPLICATION" Docket Ne JP 8IWIC K -J j^013 

■ Xs a below named inventor, I hereby dsdare thai: s ,,,,,..; M r . ?7 

My residence, post office addtcss and citizenship are as stated bdow next to my name. 

I believe I am the original, first arid soli; inventor (if only one name is listed below) or an original, first and joint inventor {if plural 
names are listed below) of the subject matter which is claimed and for which a patent is sought on the invention entitled 
CYTOKI NE ANTAGONISTS FOR THE TREATtOIJ£..ijQmjaEaJUSQaQERS — tl» specification or which 

(check one) is attached hereto, 

O was filed on _________... a * 



, (if applicable). 

I hereby state that I have reviewed and understand the contents of the above identified specification, including the claims, as amended 
by any amendment referred to above. 

1 acknowledge the duty to disclose information which is materia! to the examination of this application in accordance with Title 37, 
Code of Federal Regulations, §1,56(9). 

I hereby claim foreign priority benefits binder Title 35, United States Code, §119 of any foreign application^) for patent or inventor's 
certificate listed oelow and have also idjmificd below any foreign application for patent or inventor's certificate having a filing date 
before that of the application on which priority is claimed: 



Prior Foreign Applies tionfc) 



Priority Claimed 



(Number) 



(Country) 



(Day/Moaih/Vear Filed) 
"fjDay/Monih/Ycar Filed) 



(Day/Month/Year Filed} 



■ftwreby claim the benefit under Tkle ':. 5, United States Code, §120 of any United States appficaiioa(s) listed betow and, insofar as 
rife subject matter of each of the claim!, of this application is no: disclosed in the prior United State* application in the manner pro- 
vided by the first paragraph of Title 35„ United States Code, §112, 1 acknowledge the duty to disclose materia! information as defined 
§j Title 37, Code of Federal Regulations, § 1.56(a) which occurred between the filing date of the prior application and the national 
4i per international fifing date of this application: 09/826,9 76, filed April 5, 2001, pending 
; M/ 5 63,551 May 2, 2000 Pending 
09/476,643 rterPtphor 3 1 , 1 3.3? Pflt.f nt Pd- 



#pp?ication Serial No.) 
.1; 09/2 7 6,070 



(Filing Date) 



(Status— patented, pending, abandoned) 



llwstication Serial No.) {Filing Dale) {Status—patented, pending, abandoned) 

'thereby appoint -following attorneys) aid^or agentRto pro&culs?t^applicaiion and to traniacVaf) $U5me_nn the Patent and 



^trademark Office connected therewrtl : 

Ezra Svt sort , 



No. 25,770 



*Ar_dress all telephone calls to 

_Kti dress all correspondence 



(.7.3&LJn4-3fi?n 



I EZM SUT TON , P.jU 



P laza 9 t 900 Route 9 



... Woodbr i dga ...... N ew _„r>sp.y 070.95 



J hereby declare that all statements nude herein of my own knowledge are true and that a!i statements made on information attd 
belief are believed to be true; and furrier that these statements were mace with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 3001 of Title 18 of the United States Code and that 
stseh. willful false statements may jeopardize the validity of the application or any patent issued thereon. 

EDWARD L, T 0B INI CK 



Full name of sole or first ij 
inventor's signature 



Residence Los A nge les, Ca 1 T f o r n 1 a..._.f)P;7 4- b * u htewhrp _ 
post Office Address 100 UC LA Me dical PUza, S ui te 205 



April 20. 2001 



JgEM&!?liL_. C a 1 i f o r m 'n 9 0074 - M 0 3 



Full name of second joint inventor, ii any _ 

Second Inventor's signature 

Residence _________ 

Post Office Address __ ____ 
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